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2-(PYRroiN-2-YLAMINO)-PYRmO[2,3-d]PYRIMro 

FIEII) OF THE INVENTION 

This invention relates to substituted 2-amino pyridines that are potent 
inhibitors of cyclin-dependent kinase 4. The compounds of the invention aie useful 
5 for the treatment of inflammation, and cell proliferative diseases such as cancer and 
restenosis. 



BACKGROUND 

Cyclin-dependent kinases and related serine/threonine protein kinases are 
important cellular enzymes that perform essential functions in regulating cell division 
and proliferation. The cyclin-dependent kinase catalytic units are activated by 
regulatory subimits known as cyclins. At least 16 mammalian cyclins have been 
identified (Johnson D.G. and Walker C.L. Annu. Rev. Pharmacol Toxicol 
1999;39:295-312). Cyclin B/cdkl, Cyclin A/cdk2, Cyclin E/cdk2, Cyclin D/cdk4. 
Cyclin D/Cdk6, and probably other heterodimers including Cdk3 and Cdk7 are 
important regulators of cell cycle progression. Additional functions of Cyclin/Cdk 
heterodimers include regulation of transcription, DNA repair, differentiation and 
apoptosis (Morgan D.O., Amu. Rev. Cell Dev. Biol 1997; 13261-13291). 

Increased activity or temporally abnormal activation of cyclin-dependent 
kinases has been shown to result in the development of human tumors (Sherr C. J., 
Science 1996;274:1672-1677). Indeed, human tumor development is commonly 
associated with alterations in eitiier the Cdk proteins themselves or their regulators 
(Cordon-Cardo C, Am. J. Pathol 1995;147:545-560; Karp J. E. and Broder S., Nat 
Med. 1995;1:309-320; Hall M.etal.,AJv. Cancer Res. 1996;68:67-108). NaturaUy 
occurring protein inhibitors of Cdks such as pl6 and p27 cause growtti inhibition in 
vitro in lung cancer cell lines (Kamb A.. Curr. Top. Microbiol Immunol 
1998;227:139-148). 

Small molecule Cdk inhibitors may also be used in the treatment of 
cardiovascular disorders such as restenosis and atherosclerosis and other vascular 
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disorders that are due to aberrant cell proliferation. Vascular smooth muscle 
proliferation and intimal hyperplasia following balloon angioplasty are inhibited by 
over-expression of the cyclin-dependent kinase inhibitor protein p21 (Chang M.W. et 
al., J. Clin, Invest, 1995;96:2260; Yang Z-Y. et al., Proc, Natl Acad, Set (USA) 
5 1996;93:9905. Moreover, the purine cdk2 inhibitor CVT-313 (Ki = 95 nM) resulted in 
greater than 80% inhibition of neointima formation in rats (Brooks E.E. et al., /. BioL 
Chem. 1997:29207-2921 1). 

Cdk inhibitors can be used to treat diseases caused by a variety of infectious 
agents, including fungi, protozoan parasites such as Plasmodiumfalciparum, and 
10 DNA and RNA viruses. For example, cyclin-dependent kinases are required for viral 
replication following infection by herpes simplex virus (HS V) (Schang L.M. et al., 
/. ViroL 1998;72:5626) and Cdk homologs arc known to play essential roles in yeast. 

Selective Cdk inhibitors can be used to ameliorate the effects of various 
autoinomune disorders. Chronic inflammatory disease rheumatoid arthritis is 
15 charactoized by synovial tissue hyperplasia; inhibition of synovial tissue proliferation 
should minimize inflammation and prevent joint destruction. Expression of the Cdk 
inhibitor protein pl6 in synovial fibroblasts led to growth inhibition (Taniguchi K. 
et al., Nat Med. 1999;5:760-767). Similarly, in a rat model of arthritis, joint swelling 
was substantially inhibited by treatment with a pi 6 expressing adenoviras. Cdk 
inhibitors may be effective against other disorders of cell proliferation including 
psoriasis (characterized by keratinocyte hyperproliferation), glomerulonephritis, and 
lupus. 

Certain Cdk inhibitors may be useful as chemoprotective agents through their 
ability to inhibit cell cycle progression of normal untransformed cells (Chen et al. 7. 
Natl Cancer Institute, 2000;92:1999'200S). Pre-treatment of a cancer patient with a 
Cdk inhibitor prior to the use of cytotoxic agents can reduce the side effects 
conmionly associated with chemotherapy. Normal proliferating tissues are protected 
from the cytotoxic effects by the action of the selective Cdk inhibitor. 

Review articles on small molecule inhibitors of cyclin dependent kinases have 
noted the difficulty of identifying compounds that inhibit specific Cdk proteins 
without inhibiting other enzymes. Thus, despite their potential to treat a variety of 
diseases, no Cdk inhibitors are currently approved for commercial use (Fischer. P. M., 
Curr. Opin. Drug Discovery 2001, 4, 623-634; Fry, D. W. & Garrett, M. D. Curr, 
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Opm. Oncologic, Endocrine & Metabolic Invest. 2000, 2, 40-59; Webster, K. R. & 
Kimball, D. Emerging Drugs 2000, 5. 45-59; Sielecki, T. M. et al. J. Med. Chem. 
2000, 43, 1-18.). 
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SUMMARY OF TOE INVENTION 
TTiis invention provides compounds of the fonnula I: 




I 

wherein: 

5 the dashed line represents an optional bond, 

X\ X^, and are in each instance independently selected from hydrogen, 
halogen, Ci-Ce alkyi, Ci-Q haloalkyl, Ci-Cg alkoxy, Ci-Cg alkoxyalkyl, CN. NO2, 
OR^ NR^^ C02R\ COR^ S(0)„R^ CONR^R^ NR^COR^ NR^S02R^ S02NR^R^ 
and P(O)(OR^)(0R^; with the proviso that at least one of X\ X^ and X^ must be 
10 hydrogen; 

n = 0-2; 

R^ is, in each instance, independently, hydrogen, halogen, Ci-Ce alkyl, Ci-Q 
haloalkyl, Cj-Ce hydoxyalkyl, or C3-C7 cycloalkyl; 

R^ and R"^ are independently selected from hydrogen, halogen, CrCg alkyl, C3- 

15 C7 cycloalkyl, Ci-Cg alkoxy, Ci-Cg alkoxyalkyl, Ci-Cg haloalkyl, Ci-Cs.hydroxyalkyl, 
C2-C8 alkenyl, d-Cg alkynyl, nitrile, nitre, 0R^ SR^ NR^R^ N(0)R^R^ 
P(0)(OR^)(OR^), (CR^R^mNR^R^ COR^ (CRV)mC(0)R^ C02R^ CONR^R^ 
C(0)NR^S02R^ NR^S02R^ C(0)NR^OR^ S(0)„R^ S02NR^R^ P(0)(0R^)(0R^), 
(CR^R^)mP(0)(0R'^)(0R^), (CR^^)m-aryl, (CRV)m-heteroaryl, -T(CH2)mQR^ - 

20 C(0)T(CH2)mQR^ NR^C(0)T(CH2)mQR^ and •CR^=CR^C(0)R^; or 

R^ and R^ may form a carbocyclic group containing 3-7 ring members, 
preferably 5-6 ring members, up to four of which can optionally be replaced with a 
heteroatom independently selected from oxygen, sulfur, and nitrogen, and wherein the 
carbocyclic group is unsubstituted or substituted with one, two, or three groups 

25 independently selected from halogen, hydroxy, hydroxyalkyl, nitrile, lower Ci-Cg 
alkyl, lower Ci-Cg alkoxy, alkoxycarbonyl, alkylcarbonyl, alkylcaibonylamino, 
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aminoalkyl, trifluoromethyl, N-hydroxyacetamide, trifluoromethylalkyl, amino, and 
mono or dialkylamino, (CH2)mC(0)NRV, and 0(CH2)mC(0)0R^ provided, 
however, that there is at least one carbon atom in the carbocyclic ring and that if there 
are two or more ring oxygen atoms, the ring oxygen atoms are not adjacent to one 
5 another, 

T is O, S, NR7, N(0)R7, NR7r8w, or CR7r8; 

Q is O, S, NR7, N(0)R7 NR7r8w, CO2, 0(CH2)m-heteroaryl, 
0(CH2)mS(0)nR*, (CH2)-heteroaryl, or a carbocyclic group containing ftom 3-7 ring 
members, up to four of which ring members are optionally heteroatoms independently 
10 selected from oxygen, sulfur, and nitrogen, provided, however, that there is at least 
one carbon atom in the carbocyclic ring and that if there are two or more ring oxygen 
atoms, the ring oxygen atoms are not adjacent to one another, wherein the carbocyclic 
group is unsubstituted or substituted with one, two, or three groups independently 
selected from halogen, hydroxy, hydroxyalkyl, lower alkyl, lower alkoxy, 
15 alkoxycarbonyl, alkylcarbonyl, alkylcarbonylamino, aminoalkyl, trifluoromethyl, 
N-hydroxyacetamide, trifluoromethylalkyl, amino, and mono or dialkylamino; 

W is an anion selected from the group consisting of chloride, bromide, 
trifluoroacetate, and triethylammonium; 

m = 0-6; 

20 R"* and one of , and X^ may form an aromatic ring containing up to three 

heteroatoms independently selected from oxygen, sulfur, and nitrogen, and optionally 
substituted by up to 4 groups independently selected from halogen, hydroxy, 
hydroxyalkyl, lower alkyl, lower alkoxy, alkoxycarbonyl, alkylcarbonyl, 
alkylcarbonylamino, aminoalkyl, aminoalkylparbonyl, trifluoromethyl, 

25 trifluoromethylalkyl, trifluoromiethylalkylamuioalkyl, amino, mono- or dialkylamino, 
N-hydroxyacetamido, aryl, heteroaryl, carboxyalkyl, nitrile, NR7s02R8, 
C(0)NR7r8, NR7c(0)R8, C(0)0R7, C(0)NR7s02R8, (CH2)mS(0)nR7 (CH2)in- 
heteroaryl, 0(CH2)m-heteroaryl. (CH2)mC(0)NR7R8, 0(CH2)mC(0)OR7, 
(CH2)mS02NR V, and C(0)R^; 

30 R^ is hydrogen, aryl, C-Cg alkyl, Ci-Cg alkoxy, C3-C7 cycloalkyl, or C3-C7. 

heterocyclyl; 
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and independently are hydrogen, d-Cs alkyl, Ca-Cg alkenyl, Ci-Cg 
alkynyl, arylalkyl, cycloalkyl, heterocycloalkyl, aryl, heteroaryl, or heterarylalkyl; or 

R^ and R^, when attached to the same nitrogen atom, taken together with the 
nitrogen to which they are attached, form a heterocyclic ring containing from 3-8 ring 
members, up to four of which members can optionally be replaced with heteroatoms 
independently selected from oxygen, sulfur, S(0), S(0)2, and nitrogen, provided, 
however, that there is at least one carbon atom in the heterocyclic ring and that if 
there are two or more ring oxygen atoms, the ring oxygen atoms are not adjacent to 
one another, wherein the heterocyclic group is unsubstitiited or substituted with one, 
two or three groups independently selected from halogen, hydroxy, hydroxyalkyl, 
lower alkyl, lower alkoxy, alkoxycarbonyl, alkylcarbonyl, alkylcarbonylamino, 
aminoalkyl, aminoalkylcarbonyl, trifluoromethyl, trifluoromethylalkyl, 
trifluoromethylalkylaminoalkyl, amino, nitrile, mono- or dialkylamino, 
hydroxyacetamido, aryl, heteroaryl, caiboxyalkyl, NR7s02R8, C(0)NR7r8, 
NR7c(0)R8, C(0)0R7, C(0)NR7s02R8, (CH2)mS(0)„R7, (CH2)m-heteroaryl, 
0(CH2)m-heteroaryl, (CH2)mC(0)NR7R8, 0(CH2)mC(0)OR7. and (CH2)S02NRV; 

R^ and R^ are, independently, hydrogen, Ci-Cg alkyl, C2-C8 alkenyl, C2-C8 
alkynyl, arylalkyl, cycloalkyl, heterocycloalkyl, aryl, heteroaryl, or heterarylalkyl; or 

7 St 

R and R , when attached to the same nitrogen atom, taken together with the 
nitrogen to which they are attached, may form a heterocyclic ring containing from 3-8 
ring members, up to four of which members are optionally heteroatoms independently 
selected from oxygen, sulfur. S(0), S(0)2, and nitrogen, provided, however, that th^ 
is at least one carbon atom in the heterocyclic ring and that if there are two or more 
ring oxygen atoms, the ring oxygen atoms are not adjacent to one another, wherein the 
heterocyclic group is unsubstituted or substituted with one, two or three groups 
independently selected from halogen, hydroxy, hydroxyalkyl, lower alkyl, lower 
alkoxy, alkoxycarbonyl, alkylcarbonyl, alkylcarbonylamino, aminoalkyl, 
aminoalkylcarbonyl, trifluoromethyl, trifluoromethylalkyl, 
trifluoromethylalkylaminoalkyl, amino, nitrile, mono- or dialkylamino, N- 
hydroxyacetamido, aryl, heteroaryl, carboxyalkyl; and 

the pharmaceutically acceptable salts, esters, amides, and prodrugs thereof. 
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This invention identifies 2-(2'-pyridyl) pyrido[2,3-d]pyrimidinones as 
compounds that are useful for treating uncontrolled cell proliferative diseases, 
including, but not limited to, proliferative diseases such as cancer, restenosis and 
rheumatoid arthritis. In addition, these compounds are useful for treating 
inflammation and mflanmiatory diseases. In addition, these compounds have utility as 
antiinfective agents. Moreover, these compounds have utility as chemoprotective 
agents through their ability to inhibit the cell cycle progression of normal 
untransformed cells. Many of the compounds of the invention display unexpected 
improvements in selectivity for the serine/threonine kinases cyclin-dependent kinase 4 
and cyclin-dependent kinase 6. Hie compounds are readily synthesized and can be 
administered to patients by a variety of methods! 

Compounds of formula I may contain chiral centers and therefore may exist in 
different enantiomeric and diastereomeric forms. TTiis invention relates to all optical 
isomers and all stereoisomers of compounds of the formula I, both as racemic 
mixtures and as individual enantiomers and diastereoismers of such confounds, and 
mixtures thereof, and to all pharmaceutical compositions and methods of treatment 
defined above that contain or employ them, respectively. 

As the compounds of formula I of this invention may possess at least two 
asynunetric centers, they are capable of occurring in various stereoisomeric forms or 
configurations. Hence, the compounds can exist m separated (+)- and (-)-optically 
active forms, as well as mixtures thereof. The present mvention includes all such 
forms within its scope. Individual isomers can be obtamed by known methods, such 
as optical resolution, optically selective reaction, or chromatographic separation in the 
preparation of the final product or its intermediate. 

The compounds of the present invention can exist in unsolvated forms as well 
as solvated forms, including hydrated forms. In general, the solvated forms, includmg 
hydrated forms, are equivalent to unsolvated forms and are intended to be 
encompassed within the scope of the present invention. 

The present invention also includes isotopically labelled compounds, which 
are identical to those recited in formula I, but for the fact that one or more atoms are 
replaced by an atom having an atomic mass or mass number different fi-om the atomic 
mass or mass number usually found in nature. Examples of isotopes that can be 
incorporated into compounds of the present invention include isotopes of hydrogen. 
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carbon, nitrogen, oxygen, phosphorous, sulfur, fluorine and chlorine, such as ^H, ^H, 
^^C, ^^C, ^^C, *'0, ^^O, ^^P, ^^P, 3^S, ^«F, and ^^Cl, respectively. Compounds of . 
the present invention, prodrugs thereof, and pharmaceutically acceptable salts of said 
compounds or of said prodrugs which contain the aforementioned isotopes and/or 
other isotopes of other atoms are within the scope of this invention. Certain 
isotopically labelled compounds of the present invention, for example those into 
which radioactive isotopes such as and ^"^C are incorporated, are useful in drug 
and/or substrate tissue distribution assays. Tritiated, Le„ ^H, and cart)on-14, Le^, ^'^C, 
isotopes are particularly preferred for their ease of preparation and detectabiUty. 
Further, substitution with heavier isotopes such as deuterium, Le„ ^H, can afford 
certain therapeutic advantages resulting from greater metabolic stability, for example 
increased in vivo half-life or reduced dosage requirements and, hence, may be 
preferred in some circumstances, botopically labelled compounds of formula I of this 
, invention and prodrugs thereof can generally be prepared by carrying out the 

procedures disclosed in the Schemes and/or in the Examples and Preparations below, 
by substituting a readily available isotopically labelled reagent for a non-isotopically 
labelled reagent. 

The compounds of Formula I are capable of further forming pharmaceutically 
acceptable formulations comprismg salts, including but not limited to acid addition 
and/or base salts, solvents and N-oxides of a compound of Formula 1. 

TTiis invention also provides pharmaceutical formulations comprising a 
therapeutically effective amount of a compound of Formula I or a therapeutically 
acceptable salt thereof and a pharmaceutically acceptable carrier, diluent, or excipient 
therefor. All of these forms are within the present invention. 

By "alkyl," in the present invention is meant a straight or branched 
hydrocarbon radical having from 1 to 10 carbon atoms and includes, for example, 
metiiyl, ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, isobutyl, tert-butyl. n-pentyl, 
iso-pentyl, n-hexyl, and the like. 

"Alkenyl" means straight and branched hydrocarbon radicals having from 2 to 
8 carbon atoms and at least one double bond and includes, but is not limited to, 
ethenyl, 3-buten-l-yl, 2-ethenylbutyl, 3-hexen-l-yl, and tiie like. The term "alkenyl" 
includes, cycloalkenyl, and heteroalkenyl in which 1 to 3 heteroatoms selected from 
O, S, N or substituted nitrogen may replace carbon atoms. 
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"Alkynyl" means straight and branched hydrocarbon radicals having from 2 to 
8 carbon atoms and at least one triple bond and includes, but is not limited to, ethynyl, 
3-butyn-l-yl, propynyl, 2-butyn-l-yl, 3-pentyn-l-yl, and the like. 

"Cycloalkyl" means a monocyclic orpolycyclic hydrocaibyl group having 
from 3 to 8 carbon atoms, for instance, cyclopropyl, cycloheptyl, cyclooctyl, 
cyclodecyl, cyclobutyl, adamantyl, norpinanyl, decalinyl, norbomyl, cyclohexyl, and 
cyclopentyl. Such groups can be substituted with groups such as hydroxy, keto, 
amino, alkyl, and dialkylamino, and the like. Also included are rings in which 1 to 
3 heteroatoms replace carbons. Such groups are termed "heterocyclyl," which means 
a cycloalkyl group also bearing at least one heteroatom selected from O, S, N or 
substituted nitrogen. Examples of such groups include, but are not Kmited to, 
oxiranyl, pynolidinyl, piperidyl, tetrahydropyran, and morpholine. 

By "alkoxy," is meant straight or branched chain alkyl groups having 
1-10 carbon atoms and linked through oxygen. Examples of such groups include, but 
are not limited to, methoxy, ethoxy, propoxy, isopropoxy, n-butoxy, sec-butoxy, tert- 
butoxy, pentoxy, 2-pentyloxy, isopentoxy, neopantoxy, hexoxy, 2-hexoxy, 3-hexoxy, 
and 3-methylpentoxy. In addition, alkoxy refers to polyethers such as -0-(CH2)2-0- 
CH3, and the like. 

"Acyl" means an alkyl or aryl (Ar) group having from 1-10 carbon atoms 
bonded through a carbonyl group, i.e., R-C(O)-, For example, acyl includes, but is not 
limited to. a Cj-Cg alkanoyl, including substituted alkanoyl, wherein the alkyl 

portion can be substituted by NR^rSqt a carboxylic or heterocyclic group. Typical 
acyl groups include acetyl, benzoyl, and the like. 

The alkyl, alkenyl, alkoxy, and alkynyl groups described above are optionally 
substituted, preferably by 1 to 3 groups selected from NR4r5^ phenyl, substituted 
phenyl, thio CrQ alkyl, Ci-Ce alkoxy, hydroxy, carboxy, d-Q alkoxycarbonyl, 
halo, .nitrile, cycloalkyl, and a 5- or 6-membered carbocyclic ring or heterocyclic ring 
having 1 or 2 heteroatoms selected from nitrogen, substituted nitrogen, oxygen, and 
sulfur. "Substituted nitrogen" means nitrogen bearing Ci-Q alkyl or (CH2)pPh where 
p is 1, 2, or 3. Perhalo and polyhalo substitution is alsp included. 

Examples of substituted alkyl groups include, but are not limited to, 
2-aminoethyl, 2-hydroxyethyl, pentachloroethyl, trifluoromethyl. 
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2-diethylaniinoethyl, 2-dimethylaminopropyl, ethoxycarbonylmethyl, 3-phenylbutyl, 
methanylsulfanylmethyl, methoxymethyl, 3-hydroxypentyl, 2-carboxybutyl, 

4- chlorobutyl, 3-cyclopropylpropyl, pentafluoroethyl, 3-morpholinopiopyl, 
piperazinylmethyl, and 2-(4-methylpiperazinyl)ethyl. 

5 Examples of substituted alkynyl groups include, but are not limited to, 

2- methoxyethynyl, 2-ethylsulfanylethynyl, 4-(l-piperazinyl)-3-(butynyl), 3-phenyl- 

5- hexynyl, 3-diethylamino-3-butynyl, 4-chloro-3-butynyl, 4K:yclobutyl-4-hexenyl, 
and the like. 

Typical substituted alkoxy groups include aminomethoxy, trifluoromethoxy, 
10 2-diethylaminoethoxy, 2-ethoxycarbonylethoxy, 3-hydroxypropoxy, 

6- carboxliexyloxy, and the like. 

Further, examples of substituted alkyl, alkenyl, and alkynyl groups include, 
but are not limited to, dimethylaminomethyl, carboxymethyl, 4-dimethylamino- 

3- buten-l-yl, 5-ethyimethylamino-3-pentyn-l-yl, 4-morpholinobutyl, 

15 4-tetrahydropyrinidylbutyl, 3-imidazolidin-l-ylpropyl. 4-tetrahydix)thiazol-3-yl-butyl, 
phenylmethyl, 3-chlorophenylmethyl, and the like. 

The term "anion" means a negatively charged countmon such as chloride, 
bromide, trifluoroacetate, and triethylammoniunL 

By the term "halogen" in the present invention is meant fluorine, bromine, 
20 chlorine, and iodine. 

By "heteroaryl" is meant one or more aromatic ring systems of 5-, 6-, or 

7- membered rings containing at least one and up to four heteroatoms selected fh)m 
nitrogen, oxygen, or sulfur. Such heteroaryl groups include, for example, thienyl, 
fiiranyl, thiazolyl, triazolyl, imidazolyl, (is)oxazolyl, oxadiazolyl, tetrazolyl, pyridyl, 

25 thiadiazolyl, oxadiazolyl, oxathiadiazolyl, thiatriazolyl, pyrimidinyl, (iso)quinolinyl, 
napthyridinyl, phthalimidyl, benzimidazolyl, and benzoxazolyl. A preferred 
heteroaryl is pyridine. 

By "aryl" is meant an aromatic carbocyclic group having a single ring (e.g., 
phenyl), multiple rings (e.g., biphenyl), or multiple condensed rings in which at least 

30 one is aromatic, (e.g., 1,2,3,4-tetrahydronaphthyI, naphthyl, anthryl, or phenanthryl), 
which can be mono-, di-, or trisubstituted with, e.g., halogen, lower alkyl, lower 
alkoxy, lower alkylthio, trifluoromethyl, lower acyloxy, aryl, heteroaryl, and hydroxy. 
A preferred aryl is phenyl. 
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The term "cancer*' includes, but is not limited to, the following cancers: 
cancers of the breast, ovary, cervix, prostate, testis, esophagus, stomach, skin, lung, 
bone, colon, pancreas, thyroid, biliary passages, buccal cavity and pharynx (oral), lip, 
tongue, mouth, pharynx, small intestine, colon-rectum, large intestine, rectum, brain 
and central nervous system, glioblastoma, neuroblastoma, k^atoacanthoma, 
epidermoid carcinoma, large cell carcinoma, adenocarcinoma, adenocarcinoma, 
adenoma, adenocarcinoma, follicular carcinoma, undiflferentiated carcinoma, papillary 
carcinoma, seminoma, melanoma, sarcoma, bladder carcinoma, liver carcinoma , 
kidney carcinoma, myeloid disorders, lymphoid disorders, Hodgkin's, hairy cells, and 
leukemia. 

The tenn '^treating", as used herein, refers to reversing, alleviating, inhibiting 
the progress of, or preventing the disorder or condition to which such tenn applies, or 
preventing one or more symptoms of such condition or disorder. The term 
^'treatment", as used herein, refers to the act of treating, as ^treating" is defined 
immediately above. 

The term "phannaceutically acceptable salts, esters, amides, and prodrugs" as 
used herein refers to those carboxylate salts, amino acid addition salts, esters, amides, 
and prodmgs of the compounds of the present mvention which are, within the scope 
of sound medical judgment, suitable for use in contact with the tissues of patients 
without undue toxicity, uritation, allergic response, and the like, conmiensurate with a 
reasonable benefit/risk ratio, and effective for their intended use, as well as the 
zwitterionic forms, where possible, of the compounds of the invention. 

The term "salts" refers to the relatively non-toxic, inorganic and organic acid 
addition salts of compounds of the present invention. These salts can be prepared 
in situ during the final isolation and purification of the compounds or by separately 
reacting the purified compound in its free base form with a suitable organic or 
inorganic acid and isolating the salt thus formed. In so far as the compounds of 
formula I of this invention are basic compounds, they are all capable of forming a 
wide variety of different salts with various inorganic and organic acids. Although 
such salts must be phannaceutically acceptable for administration to animals, it is 
often desirable in practice to initially isolate the base compound from the reaction 
mixture as a phannaceutically unacceptable salt and then simply convert to the free 
base compound by treatment widi an alkaline reagent and thereafter convert the free 
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base to a pharmaceutically acceptable acid addition salt. The acid addition salts of the 
basic compounds are prepared by contacting the free base form with a sufficient 
amount of the desired acid to produce the salt in the conventional manner. The free 
base form may be regenerated by contacting the salt form with a base and isolating 
the free base in the conventional maimer. The free base forms differ from their 
respective salt forms somewhat in certain physical properties such as solubility in 
polar solvents, but otherwise the salts are equivalent' to their respective free base for 
purposes of the present invention. 

Pharmaceutically acceptable base addition salts are formed with metals or 
amines, such as alkali and alkaline earth metal hydroxides, or of organic amines. 
Examples of metals used as cations are sodium, potassium, magnesium, calcium, and 
the like. Examples of suitable amines are N,N'-dibenzylethylenediamine, 
chloroprocaine, choline, diethanolamine, ethylenediamine, N-methylglucamine, and 
procaine; see, for example, Berge et al., supra. 

The base addition salts of acidic confounds are prepared by contacting the 
free acid form with a sufficient amount of the desired base to produce the salt in the 
conventional manner. The free acid form may be regenerated by contacting the salt 
form with an acid and isolating the free acid in a conventional manner. The free acid 
forms differ from their respective salt forms somewhat in certain physical properties 
such as solubility in polar solvents, but otherwise the salts are equivalent to their 
respective free acid for purposes of the present invention. 

Salts may be prepared from inorganic acids sulfate, pyrosulfate, bisulfate, 
sulfite, bisulfite, nitrate, phosphate, monohydrogenphosphate, dihydrogenphosphate, 
metaphosphate, pyrophosphate, chloride, bromide, iodide such as hydrochloric, nitric, 
phosphoric, sulfuric, hydrobromic, hydriodic. phosphorus, and the like. 
Representative salts include the hydrobromide, hydrochloride, sulfate, bisulfate, 
nitrate, acetate, oxalate, valerate, oleate, palmitate, stearate, laurate. borate, benzoate, 
lactate, phosphate, tosylate, citrate, maleate, fumarate, succinate, tartrate, naphthylate 
mesylate, glucoheptonate, lactobionate, laurylsulphonate and iseihionate salts, and the 
like. Salts may also be prepared from organic acids, such as aliphatic mono- and 
dicarboxylic acids, phenyl-substituted alkanoic acids, hydroxy alkanoic acids, 
alkanedioic acids, aromatic acids, aliphatic and aromatic sulfonic acids, etc. and the 
like. Representative salts include acetate, propionate, caprylate, isobutyrate, oxalate. 
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malonate, succinate, suberate, sebacate, fiimarate, maleate, mandelate, benzoate, 
chlorobenzoate, methylbenzoate, dinitrobenzoate, phthalate, benzenesulfonate, 
toluenesulfonate, phenylacetate, citrate, lactate, maleate, tartrate, methanesulfonate, 
and the like. Pharmaceutically acceptable salts may include cations based on the alkali 
and alkaline earth metals, such as sodium, lithium, potassium, calcium, magnesium 
and the like, as well as non-toxic ammonium, quaternary anmionium, and amine 
cations including, but not limited to, anmionium, tetramethylammonium, 
tetraethylanmionium, methylamine, dimethylamine, trimethylamine, triethylamine, 
ethylamdne, and the like. Also contemplated are the salts of amino acids such as 
arginate, gluconate, galacturonate. and the like. (See, for example. Berge S.M. et al.. 
•Thaimaceutical Salts," /. Pharm. ScL, 1977;66:1-19 which is incorporated herein by 
reference.) 

Examples of pharmaceutically acceptable, non-toxic esters of the compounds 
of this invention include Ci-Q alkyl esters wherein the alkyl group is a straight or 
branched chain. Acceptable esters also include C5-C7 cycloalkyl esters as well as 
arylalkyl esters such as, but not limited to benzyl. C1-C4 alkyl esters are preferred. 
Esters of the compounds of the present invention may be prepared according to 
conventional methods "March's Advanced Organic Chemistry, 5* Edition". M. B. 
Smith & J. March, John Wiley & Sons, 2001 . 

Examples of pharmaceutically acceptable, non-toxic amides of the compounds 
of this invention include amides derived from ammonia, primary Cj-Q alkyl amines 
and secondary Ci-Q dialkyl amines wherein the alkyl groups are straight or branched 
chain. Jn the case of secondary amines the amine may also be m the form of a 5- or 
6-membered heterocycle containing one nitrogen atom. Amides derived from 
ammonia, C1-C3 alkyl primary amines and Ci-Ga dialkyl secondary amines are 
preferred. Amides of the compounds of the invention may be prepared according to 
conventional methods such as "March's Advanced Organic Chemistry, 5* Edition". 
M. B. Smith & J. March, John Wiley & Sons, 2001. 

The term "prodrug" refers to compounds that are rapidly transformed in vivo 
to yield the parent compound of the above formulae, for example, by hydrolysis in 
blood. A thorough discussion is provided in T. Higuchi and V. SteUa, 'Tro-drugs as 
Novel DeUvery Systems," Vol. 14 of the A.C.S. Symposium Series, and in 
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Bioreversible Carriers in Drug Design, ed. Edward B. Roche, American 
Pharmaceutical Association and Pergamon Press, 1987, both of which are hereby 
incorporated by reference. 

Preferred compounds of the present invention are those having the formula 11: 



wherein R\ R^ R^ R\ X^ and X^ are as defined for formula L 

In one preferred embodiment of the present invention one of X\ X^ or X^ is 
hydrogen, halogen, or alkyl. 

In a further preferred embodiment of the present invention one of X\ X^ or X' 
isOR^NR^SrCOR^ 

In a most preferred embodiment of the present invention X^=X^=X^=:H. 

In another preferred embodiment of the present invention R^ is hydrogen, 
halogen or alkyl. 

In a more preferred embodiment of the present mvention R^ is alkyl. 

In a preferred embodiment of the present invention one of R^ and R"* is 
hydrogen, halogeai, Ci-Cs alkyl, Ci-Cg alkoxy, nitrile, OR^, NR^R^, COR^ 
(CR^R^)niC(0)R^ C02R^ CONR^R^ (CR^RVaryl, or (CR^R Vheteroaryl. 

In a more preferred embodiment of the present invention R^ is hydrogen, 
halogen, CrCg alkyl, OR^ NR V, COR^ (CR^R Varyl, or (CR^RVheteroaryl. . 

In a further preferred embodiment of the present invention R"* is hydrogen, 
OR^orNRV. 

In another preferred embodiment of the present invention R^ is Ci-Cg alkyl. 

In yet another preferred embodiment of the present invention R^ and R^ are 
hydrogen, Ci-Cs alkyl, C2-C8 alkenyl, C2-C8 alkynyl, arylalkyl, cycloalkyl, 
heterocycloalkyl, aryl, heteroaryl, or heterarylalkyl. 



R 




n 
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In a further preferred embodiment of the present invention and together 
with the nitrogen to which they are attached form a carbocyclic ring containing finom 
3-8 members, up to four of which members are heteroatoms. 

In a more preferred embodiment of the present invention R^ and R^ together 
5 with the nitrogen to which they are attached form a carbocyclic ring containing S or 6 
members, up to two of which members are heteroatoms. 

In a most preferred embodiment of the present invention R^ and R^ together 
with the nitrogen to which they are attached form' a piperazine ring. 

Further preferred embodiments of the present invention are compounds 
10 according to Formula I in which R"^ is a disubstituted amine. 

Especially preferred embodiments of the present invention are compounds 
according to Formula I iii which R^ is a methyl group and R^ is a cyclopentyl group. 

Preferred embodiments of the present invention include, but are not limited to, 
the compounds listed below: 
15 8-Cyclopentyl-2-(pyridin-2-ylanMno)-8H-pyrido[2,3-d]pyrinaidin-7-one 

6-Bromo-8-cyclopentyl-2-(5-piperazin-l-yl-pyridin-2-ylaniino)-8H-pyrido 
[2,3-d]pyrimidin-7-one hydrochloride, 

8-CyclopentyI-6-ethyl-2-(5-piperazin-l-yl-pyridin-2-yIamino)-8H-pyrido[^ 
d]pyrimidin-7-one hydrochloride, 
20 8-Cyclopentyl-7-oxo-2-(5-piperazin-l-yl-pyridin-2-ylamino)-7,8-dihydro- 
pyrido[2,3-d]pyrimidine-6-carboxylic acid ethyl ester hydrochloride, 

6-Amino-8-cyclopentyl-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H- 
pyrido[2,3-d]pyrimidin-7-one hydrochloride, 

6-Bromo-8-cyclopentyl-2-[5-((R)-l-methy-l-pyiTolidin-2-yl)-pyridin-2- 
25 ylamlno]-8H-pyrido[23-d]pyrimidin-7Hone hydrochloride, 

6-Bromo-8-cyclohexyl-2-(pyridin-2-yl-amino)-8H-pyrido[2,3-d]pyrimidin-7- 

one, 

6-Acetyl-8-cyclopentyl-2-[5-(3,5-dimethyl-piperazm-l-yl)-pyridin-2- 
ylamino]-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
30 6-Acetyl-8K:yclopentyl-2-[5-(3,3-dimethyl-piperazin-l-yl)-pyridin-2- 
ylamino]-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-8-cyclopentyl-5-methyl-2-[5-(4-methyl-pipera2in-l-yl)-pyridin-2- 
ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 
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6-Acetyl-2-[5-(3-amino-pyrrolidin-l-yl)-pyridin-2-ylamino]-8-cyclopentyl-5- 
methyl-8H-pyrido[2,3-d]pyrimiciin-7-one, 

6-Bromo-8K:yclopentyl-5-methyl-2-(5-morphoUD-4-yl-pyridm-2-ylamino)- 
8H-pyrido[2,3-d]pyriinidin-7-one, 
5 2-{ 5-[Bis-(2-methoxy-ethyl)-amino]-pyridin-2-ylaimno}-6-bix)mo-8- 

cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyriinidin-7-one, 

6-Acetyl-8-cyclopentyl-5-methyl-2-(5-morphoUn-4-yl-pyridin^ 
pyrido[2,3-d]pyriniidin-7-one, * . 

6-Acetyl-2- { 5-[bis-(2-methoxy-ethyl)-ainmo]-pyridin-2-ylamino } -8- 
10 cyclopentyl-5-methyl-8H-pyrido[2,3Hi]pyrimidin-7-one, 

. 4-[6-(8-Cyclopentyl-6-iodo-5-methyl-7-oxo-7,8-dihydro-pyrid^ 
d]pyriniidin-2-ylainino)"pyridin-3-yl]-piperazine-lK:aAoxy^^ acid tert-butyl ester, 

8-Cyclopentyl-6-iodo-5-methyl-2-(5-pipera2m-l-yl-pyridin-2-yla^ 
pyrido[2,3"d]pyriimdin-7-one, 
15 4-{6-[8-CycIopentyl-6-(2-ethoxy-ethoxy)-7-<)xch7,8-dihydrD-pyrido[2,3- 
d]pyriimdin-2-ylamino]-pyridm-3-yl } -piperazine- 1-carboxylic acid tert-butyl ester, 

8-Cyclopentyl-6-(2-ethoxy-ethoxy)-2-(5-piperazin-l-yl-pyridin-2-yla^ 
8H-pyrido[2,3-d]pyrimidin-7-one, 

2-{5-|Bis-(2-methoxy-ethyl)-armno]-pyridin-2-ylamino}-6-bromo-8- 
20 cyclopentyl-5-methyl-8H-pyrido [2,3-d]pyrimidin-7-one, 

6-Acetyl-2-{5-[>is-(2-methoxy-ethyl)-aiiiino]-pyridin-2-ylamino}-8- - 
cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

4-[6-(8-isopropyK7-oxo-7,8-dihydro-pyrido[23]pyriimdin-2-ylamino)-- 
pyridin-3-yl]-piperazine- 1-carboxylic acid tert-butyl ester, 
25 8-isopropyl-2-(5-piperazin-l-yl-pyridin-2-ylainino)-8H-pyrido[2,3- 
d]pyrimidiii-7-one, 

4-[6-(8-cyclopentyI-7-oxox-7,8-dihhydro-pyrido[2,3-d]pyriinidin-2-ylamin 
pyridin-3-yl]-piperazine- 1-carboxylic acid tert-butyl ester, 

8-cyclopentyl-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H-pyrido[2,3- 
30 d]pyriiiiidin-7-one, 

4-[6-(8-cyclohexyl-7-oxo-7,8-dihhydro-pyrido[2,3-d]pyriinidin-2-ylamin^^^ 
pyridin-3-yl]-pipera2ine-l-carboxylic acid tert-butyl ester. 
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8-cyclohexyl-2-(5-piperazin-l-yl-pyiidin-2-ylainino)-8H-pyrido[2,3- 
d]pyriinidin-7-one, 

4-[6-(8K?yclopropyl-7-oxo-7,8-dihhydro-pyrido[23-d]pyriinidm-2-yl^ 
pyridin-3-yl]-piperazine-l-carboxylic acid tert-butyl ester, 
5 8-cyclopropyl-2-(5-piperazin-l-yl-pyridin-2-ylainino)-8H-pyri^ 
d]pyrimidin-7-one, 

6-Bromo-8-<;yclopentyl-2-(pyridin-2,6-yldiainino)-8H-pyrido[2,3- 
d]pyrimidiii-7-^ne, 

6-Bromo-8-cyclopentyl-5-methyl-2-(pyridin-2-ylainino)-8H-p)^ 
10 d]pyriniidin-7-one, 

6-Bit)mo-8-cyclopentyl-5-methyl-2-[5-(4-methyl-piperazia^ 
ylamino]-8H-pyrido[2,3-d]pyrimidm-7-one, 

8-Cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-2-[5-(4-methyl-pip^^ 
pyridin-2-ylanuno]-8H-pyrido[23-d]pyiimidin-7-one, 
15 (l-{6-[8<:yclopentyl-6-(l-ethoxy-vinyl>5-methyl-7-oxo-7,8-dihy 

pyrido[2,3-d]pyrimidin-2-ylamino]-pyridin-3-yl}-pyn-oUdm-3-yl)<a^ acid tert- 
butyl ester, 

6-AcetyI-8-cyclopentyl-2-(4-hydroxy-3,4,5,6-tetrahydro-2H-[l,3']bipyridinyl- 
6'-ylamino)-5-methyl-8H-pyrido[2,3-d]pyriinidin-7K)ne, 
20 4-[6-(6-Bromo-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyriinidin-2-ylamino)-pyridin-3-yl]-azepane- 1 -carboxylic acid tert-butyl ester, 

6-Bromo-8-cycIopentyl-2-(5-[ 1 ,4]diazepan- 1 -yl-pyridin"2-ylainino)-5-methyl- 
8H-pyrido[2,3-d]pyrimidin-7-one, 

4-{6-[8-Cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-7-oxo-7,8-dihydr(>- 
25 pyrido[2,3-d]pyriinidin-2-ylamino]-pyridin-3-yl}-[l,4]dia2epane^ 
. tert-butyl ester, 

6-Acetyl-8-cyclopentyl-2-(5-[l,4]diazepan-l-yl-pyridin-2-ylaiiiino)-5-meft^^ 
8H-pyrido[2,3-d]pyriinidin-7-one, 

6-Acetyl-8-cyclopentyl-5-methyl-2-(pyridin-2-ylaimno)-8H-pyri^ 
30 d]pyriminin-7-one, 

4-[6-(8-Cyclopentyl-5-methyl-7K)X(>7,8-dihydro-pyrido[2,3-d]pyriini^^ 
ylarnino)-pyridin-3-yl]-pipera2ine-l-caiboxylic acid tert-butyl ester, 
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8-Cyclopentyl-5-meliiyl-2-(5-piperazin-4-yl-pyridin-2-ylaiimio)-8H- 
pyrido[2,3-d]pyrimidin-7-one, 

4-[6-(6-Bromo-8-cyclopentyl'-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyrimidin-2-ylamino)-pyridin-3-yl]-2,2-dimethyl-piperazi^ acid tert- 

butyl ester, 

6-Bromo-8-cyclopentyl-2-[5-(3,3-dimethyl-piperazm-l-yl)-pyridin-2- 
ylainino]-5-methyl-8H-pyrido[2,3d]pyrimidin-7-one, 

4- { 6-[8-Cyclopentyl-6-( 1 -ethoxy-vinyl)-5-methyl-7-oxo-7,8-dihydro- 
pyrido[2,3-d]pyriimdin-2-ylammo]-pyridin-3-yl }-2,2-dimethyl-p^ 
carboxylic acid tert-\mty\ ester, 

4-[6-(6-Bromo-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyrimidin-2-ylamino)-pyridin-3-yl]-2,6-dimethyl-piperazine-l-carto^ acid tert- 
butyl ester, 

6-Bromo-8-cyclopentyl-2-[5-(3,5-dimethyl-pipera2in-l-yl)-pyridin-2- 
ylamino]-5-methyl-8H-pyrido[23-<i]pyriniidin-7-one, 

4-{6-[8-CyclopentyW-<l-«thoxy-vinyl)-5-methyl-7-oxo-7,8-dihydn> 
pyrido[23-d]pyriinidin-2-ylaimno]-pyridin-3-yl}-2,6-dimethyl^^^ 
carboxylic acid tert-butyl ester, 

8-Cyclopentyl-6-(l-ethoxy-vinyl)-5-mediyI-2-(5-moiphoUn-4-yl-pyrid^ 
ylainino)-8H-pyrido[2,3-d]pyriinidin-7-one, 

6-Bromo-8-cyclopentyl-5-methyI-2-(3,4,5,6-tetrahydro-2H-[l,3']bipyiidinyl- 
6-ylainino)-8H-pyrido[2,3-d]pyrimidin-7-one, 

8-Cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-2-(3.4,5,6-tetrahydix)-2H- 
[l,31bipyridinyl-6-ylaiiuno)-8H-pyrido[2,3-d]pyriniidin-7-one, 

6-Acetyl-8-cyclopentyl-5-methyl-2-(3,4,5,6-tetrahydro-2H-[l,31bi^ 
6'-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, 

4-{6-[8-Cyclopentyl-6-(2-ethoxy-ethyl)-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyrimidin-2-ylamino]-pyridin-3-yl}-piperazine-l -carboxylic acid tert-buiyl ester, 

8<:yclopentyl-6-(2-ethoxy-ethyl)-2-(5-pipera2in-l-yl-pyridi^^ 
pyrido[2,3-d]pyrimidin-7-one, 

4-{648-Cyclopentyl-6-(2-methoxy"ethoxyinethyl)-7-oxo-7,8-dihydro- 
pyrido[2,3-d]pyriniidin-2-ylaniino]-pyridin-3-yl}-pipera2ine-l-ca^^ acid ten- 
butyl ester, 
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8-Cyclopentyl-6-(2-methoxy-ethoxymethyI)-2-(5-piperazin-l-yl-p)ddm 
ylamino)-8H-pyrido[2,3-d]pyriinidin-7-one, 

4-[6-(8-Cyclopentyl-6-ethoxymethyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyrimidin-2-ylaniino)-pyridin-3-yl]-pipera2ine-l-carboxylic acid tert-butyl ester, 

8-Cyclopentyl-6-ethoxymethyl-2-(5-piperazin-l-yl-pyridin-2.^^ 
pyrido[2,3-d]pyriinidin-7-one, 

4-[6-(8-Cyclopentyl-6-methoxyme%1.7<»xcH73-dmydro-pyrido[2 
d]pyrimidin-2-ylaimno)-pyridin-3-yl]-piperazine-l-caiboxyU^ acid terf-butyl ester, 

8-Cyclopentyl-6-methoxymethyl-2-(5-piperazin-l-yl-pyridin-2-ylam 
pyrido[2,3-d]pyrimidiii-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(2,6-dimethyl-moipholin-4-yl)-py^ 
yIamino]-5-methyl-8H-pyrido[2,3-d]pyriniidin-7-one, 

8-Cyclopentyl-6-ethoxymethyl-2-(3,4,5,6-tetrahydro^ 
ylamino)-8H-pyrido[2,3-d]pyriniidin-7-one, 

8-CyclopentyI-6-ethoxymethyl-2-(5-moiphoIin-4-yl-pyr^ 
pyrido[2,3-d]pyriimdin-7-one, 

[8-Cyclopentyl-7-oxo-2-(3,4,5,6-tetrahydro-2H-[l,31bipyridiny^^^^^ 
7,8-dihydro-pyrido[2,3-d]pyrimidin-6-yImethyl]-carbaimc acid benzyl ester, 

8-Cyc]opentyl-2-[5-(2,6-dimethyl-morpholin-4-yl)-pyridin-2-ylamino]-6-(l- 
ethoxy-vinyl)-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-8-cyclopeiityl-2-[5-(2,6-dimethyl-moipholin-4-yl)-pyridin-2- 
ylainino]-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

8-Cyclopentyl-5-methyl-2-(5-piperazin-l-yl-pyridin-2-ylainino)-6-propion^^ 
8H-pyrido[2,3-d]pyriniidin-7-one. 

Other embodiments of the present invention include, but are not limited to the 
compounds listed below: 

6-Bromo-8-cyclopentyl-2-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl-5-methyl-2-(5-piperi2in-l-yl-pyridin-2-ylamino)-8i^^ 
pyrido[2,3-rf]pyrimidin-7-one, 

8-Cyclopentyl-6-fluoro-2-(5-piperazin-l-yl-pyridin-2-yIamino)-8H- 
pyrido[2,3-d]pyrimidin^7-one hydrochloride, 

8-Cyclopentyl-6-methyl-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H- 
pyrido[2,3-d]pyrimidin-7-one hydrochloride. 
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8-Cyclopentyl-6-isobutoxy-2-(5-piperazin- 1 -yl-pyridin-2-ylainino)-8H- 
pyri<io[2,3-d]pyriinidin-7-one hydrochloride, 

6-Benzyl-8-cyclopentyl-2-(5-piperazm-l-yl-pyridin-2-ylainino)-8H- 
pyrido[2,3-d]pyriinidin-7-one hydrochloride, 

8-Cyclopentyl-6-hydroxymethyl-2<5-piperazin-l-yl-pyridm-2-ylamino)-8H^ 
pyrido[2,3-d]pyrimidin-7-one hydrochloride, 

2-[5-(4-tert-Butoxycarbonyl-piperazin" 1 -yl)-pyridin-2-'ylammo]-8- 
cyclopentyl-5-methyl-7K)xo-7,8-dihydro-pyrido[2,3-d]pyrimidine-6K;a^ 
ethyl ester, 

6-Acetyl"8-cyclopentyl-2-(5-piperazin-l-yl-pyridin-2-ylanuno)-8H- 
pyrido[2,3-d]pyriinidin-7-one, 

6-Acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-l-yl-pyridin-2-ylanuno)-^ 
pyrido[2,3-d]pyrimidin-7-6ne, 

6-Bromo-8-cyclopentyl-5-methyl-2-(pyridin-2-ylainino)-8H-py^^ 
d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl-2-(pyridin-2-ylamino)-8H-pyrido[2,3-d]pyri^ 

one, 

6-Bromo-8-cyclopentyl-2-[5-<3,5-dimethyl-piperazm-l-yl)-pyridm-^^ 
ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(3,3-diinethyl-piperazin-l-yl)-pyridin-2- 
ylaniko]-8H-pyrido[2,3-d]pyriiiiidin-7-one, 

6-Bromo-8-cyclopentyI-2-[5-(4-methyI-piperazin-l-yl)-pyridin-2-ylaniino]- 
8H-pyrido[2,3-d]pyriinidin-7-one, 

2-[5-(3-Amino-pyrrolidin-l-yl)-pyridin-2-ylamino]-6-bronio-8-cyclopentyl- 
8H-pyrido[2,3-d]pyrimidin-7"One, 

6-Bromo-8-<;yclopentyl-2-[5-(3-ethylamino-pyrrohdm-l-yl)-pyridin-2- 
ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Broino-8-cyclopentyl-2-(5-pyrrolidin- 1 -yI-pyridin-2-ylainino)-8H- 
pyrido[2,3-d]pyrimidin-7-one, 

2-{5-[3-(l-Aimno-l-methyl-ethyl)-pyn*oUdin-l-yl]-pyridin-2-ylanim 
bromo-8-cyclopentyl-8H"pyrido[2,3-d]pyrimidin-7«one, 

l-[6-(6-Bromo-8-cyclopentyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyriinidin--2- 
ylainino)-pyridin-3-yl]-pyrrolidine-2-carboxylic acid. 
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6-Bromo-8-cyclopentyl-2-[5-(4-diethylainino-butylainino)-pyridin-2- 
ylamino]-8H-pyrido[2,3-ci]pyriinidin-7-one, 

6-Acetyl-8-cyclopentyl-2-[5-(3-ethylainino-pyn:olidm-l-yl)-pyrid^^^ 
ylamino]-5-methyl-8H-pyrido[23-d]pyrimidin-7-one, 
5 6-Acetyl-8-cyclopentyl-5-methyl-2-(5-pynoHdin-l-yl-py^ 
pyrido[23-d]pyriimdin-7-one, 

6-Acetyl-2-{5-[3Kl-aimno-l-methyl-ethyl)-pyrroUdin-l-yl]-^ 
ylaniino}-8K;yclopentyl-5-methyl-8H-pyrido[2,3-d]pyriim 

1- [6<6-Acelyl-8-cyclopentyI-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3^ 
10 d]pyiiimdin-2-ylamino)-pyridm-3-yl]-pyrroUdm acid, 

6-Acetyl-8-cyclopeatyl-2-[5-(4-diethylainino-butylainino)^^ 
ylaniino]-5-methyl-8H-pyrido[2,3-d]pyriimdin-7-one, 

8-CycIopentyl-2-[5-(3,5-dimethyl-piperazin-l-yl)-pyridin-2-yl 
8H-pyrido[2^-d]pyriinidin-7-one, 
15 8-Cyclopentyl-2-[5-(33-dimethyl-piperazin-l-yl)-pyrid^^ 
8H-pyrido[23-d]pyrimidin-7-one, 

8-Cyclopentyl-6-ethyl-2-[5-(4-methyl-pipera2in-l-yl)-pyridin-^^ 
pyrido[23-d]pyriinidin-7-one, 

2- [5-(3-Amino-pyrroUdin-l-yl)-pyridin-2-ylamino]-8K:yclopentyl-6-«4^^ 
20 pyrido[2,3-d]pyrimidin-7-one, 

8-Cyclopentyl-6-ethyl-2-[5-(3-ethylanimo-pyrrolidin-l-yl)-pyridin-2- 
ylamino]-8H-pyrido[23-d]pyrimidin-7-one, 

8-Gyclopentyl-6-ethyl-2-(5-pyrroUdin-l-yl-pyridin-2-ylaniino)-8H-py^ 
d]pyriimdin-7-one, 

25 2- { 5-[3-( 1 - Amino- 1 -methyl-ethyl)-pyrrolidin- 1 -yl]-pyridin-2-ylainino }-8- 

. cyclopentyl-6-ethyl-8H-pyrido[23-d]pyriinidin-7-one, 

l-[6-(8-Cyclopentyl-6-ethyl-7-oxo-7,8-dihydrcHpyrido[23-d]pyrimid^^ 
ylaniino)-pyridin-3-yl]-pyrrolidine-2-carboxylicacid, 

8-Cyclopentyl-2-[5-(4-diethyIamino-butylaimno>pyridin-2-ylamm 
30 8H-pyrido[2,3-d]pyriinidin-7-one, 

6-Benzyl-8-cyclopentyl-2-[5-(3,5-dimethyl-pipera2in-l-yl)-pyridin-2- 
ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 
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6-Benzyl-8-cyclopentyl-2-[5<33-dimethyl-piperazin-l-yl)-pyridin-2- 
ylamino]-8H-pyrido[23-d]pyrimidin-7-one, 

6-Benzyl-8-cycIopentyl~2-[5-(4-methyl-piperazin-l-yl)-pyridin-2-ylanuno]- 
8H-pyrido[2,3d]pyriinidin-7-one, 

2-[5-(3-Amino-pyrroMiD-l-yl)-pyridin-2-ylainino]-6-ben2yl-8-cyclopent^^ 
8H-pyrido[2,3-d]pyriinidin-7-one, 

6-Benzyl-8-cyclopentyl-2-[5-(3-ethylamino-pyrroUdin-l-yl)-pyridin-2- 
ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Benzyl-8-cyclopentyl-2-(5-pym)lidm-l-yl-pyridm-2-ylamino)-8H- 
pyrido[23"<i]pyriniidm-7-one, 

2-{5-[3-(l-Amino-l-methyl-ethyl)-pyiT0lidin-l-yl]-pyridin-2^^^ 
ben2yl-8-cyclopentyI-8H-pyrido[2,3-d]pyrimidin-7-one, 

1- [6-(6-Benzyl-8-cyclopentyl-7-oxo-7,8-dihydn>-pyrido[23-d]pyrim 
ylaniino)-pyridin-3-yl]-pyrrolidine-2-carboxylic acid, 

6-Ben2yl-8-cyclopentyl-2-[5-(4-diethylaiiiino-butylainiM^ 
ylainino]-8H-pyrido[2,3-d]pyrimidin-7-one, 

8-Cyclopentyl-2-[5-(3,5-dimethyl-piperazin-l-yl)-pyridin-^^ 
hydroxymethyl-8H-pyrido[2,3-d]pyriinidin-7-one, 

8-Oyclopentyl-2-[5-(33-dimethyl-piperazin-l-yl)-py^ 
hydroxymethyl-8H-pyrido[23-d]pyriniidin-7-one, 

8<:yclopentyl-6-hydroxymethyl-2-[5-(4-methyl-piperazin-l-yl)-pynd^^ 
ylamino]-8H-pyrido[2,3-d]pyriimdin-7-one, 

2- [5-(3- Amino-pyrrolidin- 1 -yl)-pyridin-2-ylamino]-8-cyclopentyl-6- 
hydroxymethyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

8-Cyclopentyl-2-[5-(3-ethylamino-pyiTolidin-l-yl)-pyridin-2-ylamino]-6- 
hydroxymethyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

8-CyclopentyI-6-hydroxymethyl-2-(5-pyiTolidm-l-yl-pyridin-2-ylamm 
pyrido[2,3-d]pyrimidin-7-one, 

2-{5-[3-(l-Aimno-l-methyl-ethyl)-pyrroUdin-l-yl]-pyridin-2-ylamko}-^^ 
cyclopentyl-6-hydroxymethyl-8H-pyrido[23-d]pyrimidin-7-one, 

l-[6-(8-Cyclopentyl-6-hydroxymethyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyrimidin-2-ylamino)-pyridin-3-yl]-pyrrolidine-2-carboxylic acid. 
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8-Cyclopentyl-2-[5<4-diethylamino-butylainino)-pyridin-2-ylamm 
hydroxymethyl-8H"pyrido[23-d]pyrimiclin-7-one, 

6-Amino-8-cyclopentyl-2-[5-(3,5-dimethyl-piperazin-l-yl)-pyridin-2- 
ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Aiiiin(>-8-cyclopentyl-2-[5-(3,3-dimethyl-piperazm-l-yI)-pyridin-^^ 
ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Amino-8-cyclopentyl-2-[5-(4-methyl-piperazm-l-yl)-pyri^^^ 
8H-pyrido[2,3d]pyriimdin-7-one, 

6-Ammo-2-[5"(3-amino-pyrrolidin-l-yl)-pyridin-2-yiaiim 
8H-pyrido[2,3Hl]pyriinidin-7-one, 

6-Amino-8-cyclopentyl-2-[5-(3-ethylamino-pyn'oUdin-l-yl)-pyri 
ylamino]-8H-pyrido[23-d]pyrimidin-7--one, 

6-Aimno-8-cyclopentyl-2<5-pyrroUdin-l-yl-pyridin-2-ylamin 
pyrido[2,3-4]pyriinidiji-7--one, 

6-Aminor2-{5-[3-(l-aniino-l-methyl-ethyl)-pyrroUdin-l-yl]-pyridin 
ylaniino}-8-cyclopentyl-8H-pyrido[23-d]pyrimidin-7-one, 

1- [6-(6-Amino-8"Cyclopentyl-7-oxo-73-dihydro-pyrido[23-d]pyrim 
ylamino)-pyridin-3-yl]-pyrrolidine-2-carboxylic acid, 

6-Amino-8-cyclopentyl-2-[5-(4-diethylamino-butylamino)-pyridm 
ylaiiuno]-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl.2-(3,4,5,6-tetrahydro-2H-[l,31bipyridinyl-6^ 
ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Broino-8-cyclopentyl-2-(5-morpholin-4-yl-pyridin-2-ylamino)-8H- 
pyrido[2,3-d]pyrimidin-7-one, 

6-Bromo-8K:yclopentyl-2-(5-diethylaimno-pyridin-2-ylamin 
d]pyrimidm-7-one, 

2- { 5-[Bis-(2-hydroxy-ethyI)-amino]-pyridin-2-ylamino}-6-bromo-8- 
cyclopentyl-8H-pyrido[2,3-d]pyriinidin-7K)ne, 

2-{5-|Bis-(2-methoxy-ethyl)-amino]-pyridin4-ylammo}-6-brom^^ 
cyclopentyl-8H-pyrido[23-d]pyriinidin-7-one, 

245-(2-Amino-ethylamino)-pyridin-2-ylammo]-^-biomo-8<yclopem^^^ 
pyrido[2,3-d]pyriimdin-7-one, 
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6-Bromc>-8K;yclopentyl-2-(5-dimethyIamino-pyridin-2-ylainino)-8H- 
pyrido[2,3-d]pyrimidin-7-one, 

N-[6<6-Bromo-8-cyclopentyl-7K)xo-7.8-dihydro-pyrido[23-d]pyriimdin^ 
ylamino)-pyridin-3"yl]-N-inethyl-acetamide, 

6-Bromo-8-cyclopentyl-2-[5-(2-methoxy-ethoxy)-pyridin-2-ylamino]-8H- 
pyrido[2,3-d]pyriinidin-7-one, 

6-Bromo-8K:yclopentyl-2-[5-(2-methoxy-ethoxymethyl)-pyridin-2-yl 
8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(2Kliethylammo-ethoxy)-pyridin^ 
pyrido[23-d]pyrimidin-7-one, 

6-Bi:Dmo-8-cyclopentyl-2-(5-pyrrolidin-l-yl-pyridin-2-ylamm 
pyrido[2,3-d]pyrimidin-7-one, 

6-Bromo-8<yclopentyl-2-(6-methyl-5-piperazin-l-yl-pyridin^^ 
pyrido[2,3-d]pyrimidin-7-one, 

6-Bromo-8K;yclopentyl-5-methyl-2K3A5,6-tetrahydro-2H-^ 
6-ylaiiiino)-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Bn)mo-8-cyclopentyl-2-(5-diethylaniino-pyridin"2-ylamino)-5-me^ 
pyrido[2,3-d]pyriinidin-7-one, 

2-{5-[Bis-(2-hydroxy-ethyl)-amino]-pyridin-2-ylammo}-6-bromo-8- 
cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

2-[5-(2-Ainino-ethylamino)-pyridin-2-ylanuno]-6-bromo-8-cycl^ 
methyl-8H-pyrido[2,3-d]pyriinidin-7--one, 

6-Bromo-8-cyclopentyl-2-(5-dimethylaimno-pyridin-2-ylanuno)-5-meth^ 
8H-pyrido[2,3-d]pyrimidin-7-one. 

N-[6-(6-Bromo-8-cyclopentyl-5-inethyl-7-oxo-7,8-dihydro-pyrido[23- 
d]pyiimidm-2-ylamino)-pyridin-3-yl]-N-methyl-acet^ 

6-Bromo-8-cyclopentyl-2-[5-(2-methoxy-ethoxy)"pyridin-2-ylamino]-5- 
methyl-8H-pyrido[2,3'^]pyriinidin-7-one, 

6-Bn)mo-8-cyclopentyl-.2-[5-(2-methoxy-ethoxymethyl)-pyridin-2-^ 
5-methyl-8H-pyrido[2,3-d]pyriinidin-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(2-diethylaniino-ethoxy)-pyridin-2-ylainino]-5- 
niethyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
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6-Bromo-8-cyclopentyl-5-methyl-2-(5-pyrrolidin4-yl-pyridm-2-ylamino)^ 
pyrido[2,3-d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl-5-methyl-2-(6-methyl-5-pipCTazin-l-yl-pyridm-2 
ylainino)-8H-pyrido[2,3-d]pyrimidin-7-one, 

5 6-Acetyl-8-cyc]opentyI-5-methyl-2-(3A5.6-tetrahydro-2H-[l,31b^ 
6-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-8-cyclopentyl-2-(5-diethylaimno-pyridin-2-ylainm 
pyrido[2,3-d]pyriniidin-7-one, 

6-Acetyl-2-{5-[bis-(2-hydroxy-ethyl)-amino]-pyridin-2-ylai^ 
10 cyclopentyl-5-methyl-8H-pyrido[23-d]pyriinidin-7-one, 

6-Acetyl-2-[5-(2-amino-ethylainino)-pyridin-2-ylainmo]-^^ 
methyl-8H-pyrido[2,3'^]pyrimidin-7-one, 

6-Acetyl-8-cyclopentyl-2-(5-dimethylaimno-pyridm-2-ylamino)-^^ 
pyrido[2.3-d]pyriimdin-7-one, 

15 N-[6-(6-Acetyl-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydix)-p^^ 
d]pyiiniidin-2-ylaimno)-pyridin-3-yl]-N-methyl-acet^ 

6-Acetyl-8-cyclopentyl-2-[5-(2-methoxy-ethoxy)-pyridm-2-yla^ 
methyI-8H-pyrido[2,3-d]pyriniidin-7-one, 

6-Acetyl-8-cyclopentyl-2-[5K2-methoxy-ethoxymeth^^ 
20 5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-AcetyI-8-cyclopentyl-2-[5-(2-diethylaimno-ethoxy)-pyridin-2-ylaiiu 
methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-8-cyclopentyl-5-methyl-2-(5-pyrrolidin-l-yI-pyridin-^^ 
pyrido[2,3-d]pyrimidin-7-one, 

25 6- Acetyl-8-cyclopentyl-5-methyl-2-(6-methyl-5-pipera2in- 1 -yl-pyridin-2- 

ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-8-cyclopentyl-2-(3,4,5,6-tetrahydro-2H-[131bipyridinyl-6'- 
ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-8-cycIopentyl-2-(5-morpholin-4-yl-pyridin-2-ylamino)-8H- 
30 pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-8-cyclopentyl-2-(5-diethylamino-pyridin-2-ylamino)-^ 
d]pyriinidin-7-one, 
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6-Acetyl-2-{ 5-|>is-(2-hydroxy-ethyl)-ainino]-pyridin.2-ylan^ 
cyclopentyl-8H-pyrido[2,3-d]pyriinidm-7-one, 

6- Acetyl-2- { 5-[bis-(2-methoxy-ethyl)-ainino]-pyridin-2-ylanimo }"8- 
cycIopentyl-8H-pyrido[2,3.d]pyrimidin-7-one, 
5 6-Acetyl-2-[5-(2-aminO'ethylamino)-pyridin-2-ylamino]-8K:yclopentyl- 
pyrido[2,3-d]pyriinidiii-7-one, 

6-Acetyl-8-cyclopentyl-2-(5-dimethylanuno-pyridm-2-ylamm^^ 
. pyrido[2.3-d]pyrimidin-7one, 

N-[6-(6-Acetyl-8K:yclopentyl-7-oxo-7,8-dihydix)-pyrido[2,3Ki]pyr^ 
10 ylaimno)-pyridin-3-yl]-N--methyl-acetamide, 

6-Acetyl-8-cyclopentyl-2-[5-(2-methoxy-ethoxy)-pyridin-2-ylamin 
pyrido[2,3-d]pyriinidm-7-one, 

6-Acetyl-8-cyclopentyl-2-[5-(2-methoxy-^thoxymethyl)-pyridm-2^ 
8H-pyrido[23-d]pyriinidin-7-one, 

15 6-Acetyl-8-cyclopentyl-2-[5-(2-diethylamino-ethoxy)-pyridm-2-ylffl 
pyrido[2,3-d]pyrimidin-7.one, 

6-Acetyl-8-cyclopentyl"2-(5-pym)lidin-l-yl-pyridin-2-ylan^ 
pyrido[2,3-d]pyriniidin-7K)ne, 

6-Acetyl-8K:yclopentyl-2-(6-methyl-5-piperazin-l-yl-pyridin.2 
20 pyrido[23-d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(2-melhoxy-^thoxy)-pyridin-2-ylamino]-8H^ 
pyrido[2,3d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(2-methoxy-ethylainino)-pyridin-2-ylamino]-8H^ 
pyrido[2,3.d]pyriinidin-7-one, 

25 2-(5-Azetidin-l-yl-pyridin-2-ylaimno)-6-bromo-8-cyclopentyl-8H-py^ 
d]pyriimdin-7K)ne, 

2-(5-Azepan-l-yl-pyridm-2-ylaimno)-6-bromo-8K:yclopentyl-8H-py^^^ 
d]pyrimidin-7-one, 

N-[6K6-Bromo-8-cyclopentyl-7-oxo-7,8Kiihydro-pyrido[2,3-d]pyrimi^ 
30 ylanimo)-pyridin-3-yl]-acetamide, 

6-Bromc>8K;yclopentyl-2-(5.phenylammo-pyridin-2-ylaniino)-8H.pyrido[^ 
d]pyrimidin-7-one. 
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6-Bromo-8-cyclopentyl-2-[5-(4-fluoro-ben2ylaiiiino)-pyridin-2-ylainm 
pyrido[2,3-d]pyrimidin-7-one, 

N-[6-(6-Bromo-8-cyclopentyl-7-oxo-73-dihydro-pyrido[23-d]pyrimidin-2- 
ylamino)-pyridin-3-yl]-methanesulfonanude, 
5 6-BroiDO-8-cyclopentyl-2-(5-methanesulfonyl-pyridin-2-ylaimno)-8H- 
pyrido[2,3-d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl-2-(5-phenyl-pyridin-2-ylamino)-8H-pyrido[23 
d]pyrimidin-7-one, 

6-AinincH8-cyclopentyl-2-[5-(2-methoxy-ethoxy)-pyridin-2-ylamino]-8H- 
10 pyrido[2,3-d]pyrimidin-7-one, 

6-Amino-8-cyclopentyl-2-[5-(2-methoxy-ethylaniino)-py^ 
pyiido[2,3-d]pyrimidin-7-one, 

6-Amino-2-(5-azetidin-l-yl-pyridin-2-ylamino)-8-cyclopentyl-^^ 
d]pyrimidin-7-one, 
15 6-Ainino-2-(5-azepan-l-yl-pyridin-2-ylamino)-8-cyclopenty^ 
d]pyrimidin-7-one, 

N-[6-(6-Amino-8-cycIopentyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrim 
ylainino)-pyridin-3-yl]-acetamide, 

6-Aimno-8-cyclopentyl-2-(5-phenylanuno-pyridm-2-ylamiTO 
20 d]pyriimdiii-7-one, 

6-Amino-8-cyclopentyl-2-[5-(4-fluoro-benzylanuno)-pyridin-2-ylam 
pyrido[23-d]pyrimidin-7-one, 

N-[6-(6-Amino-8-cyclopentyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin-^^ 
ylarnino)-pyridin-3-yl]-methanesuIfonaimde, 
25 6-Amino-8-cyclopen1yl-2-(5-methanesulfonyl-pyridin-2-ylamino)-8H^ 
pyrido[2,3-d]pyrimidin-7-one, 

6-Aimnc)-8-cycl6pentyI-2-(5-phenyl-pyridin-2-ylamino)-8H-pyri 
d]pyriinidin-7-one, 

6-Acetyl-8-cyclopentyl-2-[5-(2-methoxy-ethoxy)-pyridin-2-ylaniino]-5- 
30 methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-8-cyclopentyl-2-[5-(2-methoxy-ethylamino)-pyridin-2-ylainin 
methyl-8H-pyrido[23-d]pyrimidin-7-one, 
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6-Acetyl-2-(5-azetidin-l-yl-pyridm-2-ylamino)-8Tcyclopentyl-5-me4^^ 
pyrido[2,3-'d]pyriinidin-7-one, 

6-Acetyl-2-(5-azepan-l-yl-pyridin-2-ylainino)-8-cyclopentyl-5-meth^^ 
pyrido[2,3-d]pyrimidin-7-one, 

N-[6-(6-Acetyl-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyriimdin-2-ylaimno)-pyridin-3-yl]-acetamide, 

6-Acetyl-8-cyclopentyl-5-methyl-2-(5-phenylainino-pyridinT^^^ 
pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-8K:yclopentyl-2-[5-(4-fluorc>-ben2ylainino>pyridin-2^^ 
methyl-8H-pyrido[23-d]pyrmiidm-7-one, 

N-[6-(6-Acetyl-8<yclopentyl-5-methyl-7H>xo-73-dihydro-pyridoP^ 
d]pyrimidin-2-ylamino)-pyridin-3-yl]-methanesulfo^ 

6-Acetyl-8-cyclopentyl-2-(5-methanesuIfonyl-pyridin-2-ylaiM 
8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-8K;yclopentyl-5-methyl-2-(5-phenyl-pyridm-2-^^ 
pyrido[23-d]pyrimidin-7-one. 

6-Benzyl-8-<;yclopentyl-2-[5-(2-methoxy-ethoxy)-pyridin-2-yla^ 
pyrido[23-^]pyrimidm-7-one, 

6-Beiizyl-8-cyclopentyl-2-[5-(2-methoxy-ethylamino)-pyridin-2-ylainino] 
pyrido[23-d]pyriinidin-7-one, 

2-(5-A2»tidin-l-yl-pyridin-2-ylamino)-6-benzyl-8-cyclopentyl-8H-py^^ 
d]pyrimidin-7-one, 

2-(5-Azepan-l-yl-pyridin-2-ylamino>6-benzyl-8-cyclopentyl-8H-pyrido[2,3- 
d]pyriinidin-7-one, 

N-[6-(6-Ben2yl-8-cyclopentyl-7-ox(>7,8-dihydro-pyrido[23-d]pyri^ 
ylamino)-pyridm-3-yl]-acetainide, 

6-Benzyl-8-cyclopentyl-2-(5-phenylamino-pyridin-2-ylainmo)-8H-pyri^ 
d]pyriniidin-7-one, 

6-Benzyl"8-cyclopentyl-2-[5-(4-£luoro-benzylamino>pyridm-2^^^ 
pyrido[23-d]pyrimidin-7-one, 

N-[6^(6-Ben2yl-8-cyclopentyl-7-oxo-7,8-dihydK)-pyrido[23-d]pyr^ 
ylamino)-pyridiii-3-yl]-.methanesulfonamide. 
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6-Benzyl-8-cyclopentyl-2-(5-methanesulfonyl-pyridin-2-ylainino)-8H- 
• pyrido[2,3-d]pyriniidin-7-one, 

6-Benzyl-8-cyclopentyl-2-(5-phenyI-pyridin-2-ylaimno)-8H-pyrido[2,3- 
d]pyrimiciin-7-one, 

8-Cyclopentyl-6-hydroxymethyl-2-[5-(2-methoxy-^thoxy)-pyridin-2- 
ylamino]-8H-pyrido[2,3-d]pyriimdin-7-one, 

8-Cyclopentyl-6-hydroxymethyl-2-[5-(2-methoxy-^thylainino)-py^ 
ylamino]-8H-pyrido[2.3-d]pyrimidin-7-one, 

2-(5-Azetidin-l-yl-pyridin-2-ylaniino>8-cyclopentyl-6-hydn)xy^ 
pyrido[2,3-d]pyriniidin-7-one, 

2-(5-A2epan-l-yl-pyridin-2-ylamino)-8-cyclopentyl-6-hydroxy^^ 
pyrido[2,3-d]pyriinidin-7-one, 

N-[6-(8-Cyclopentyl-6-hydroxymethyl-7-oxo-7,8-dihydro-pyrido[^^^ 
d]pyriinidin-2-ylamino)-pyridin-3-yl]-acetamide, 

8-Cyclopentyl-6-hydroxymethyl-2-(5-phenylainmo-pyri^^^ 
pyrido[2,3-d]pyriimdm-7-one, 

8-Oyclopentyl-2-[5-(4-fluoro-beMylamino>pyridin-2-ylan^ 
hydroxymethyl-8H-pyrido[2,3-d]pyriniidin-7K)ne, 

N-[6-(8-CyclopentyI-6-hydroxymethyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyrimidin-2-ylamino)-pyridin-3-yl]-methanesidfonamid 

8-Cyclopentyl-6-hydroxymetfayl-2-(5-methanesulfonyl-pyridin-2-ylam 
8H-pyrido[2,3-d]pyriimdin-7-one, 

8-Cyclopentyl-6-hydroxymethyl-2-(5-phenyl-pyridin-2-ylamino)-8H- 
pyrido[2,3-d]pyriinidin-7-one, 

8-Cyclopentyl-6-ethyl-2-[5-(2-methoxy-eti30xy)-pyridin-2-ylaii^ 
pyrido[2,3-d]pyrimidin-7-one, 

8-Gyclopentyl-6-ethyl-2.[5-(2-methoxy-ethylainino)-pyridm^ 
pyrido[2,3-d]pyriinidin-7-one, 

2-(5-Azetidin-l-yl.pyridin-2-ylaniino)-8-cyclopentyl-6-eto^^ 
d]pyrimidin-7-one, 

2-(5-Azepan-l-yl-pyridin-2-ylainino).8-cyclopentyl-6-e%^ 
d]pyriimdin-7-one, 
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N-[6-(8-Cyclopentyl-6-ethyl-7-oxo-7,8-dihydr<>pyrido[23-^]pyri^ 
ylamino)-pyridin-3-yl]-acetainide, 

8-CycIopentyl-6-ethyl-2-(5-phenylamino-pyridin-2-ylaiim 
d]pyrimidin-7-one, 

8-CyclopentyI-6-ethyl-2-[5-(4-fluoro-benzylamino)-pyridin-^^^ 
pyrido[2,3-d]pyrimidin-7-one, 

N-[6-(8-Cyclopentyl-6-ethyI.7-oxo-7,8-dihydro-pyrido[23-^^ 
ylaimno)-pyridin-3-yl]-methanesulfonamide, ' 

8-Cyclopentyl-6-ethyI-2-(5-methanestdfonyl-pyridin-2-ylai^ 
pyrido[2,3-d]pyriinidin-7-one, 

8-Cyclopentyl-6-e%l-2-(5-phenyl-pyridin-2-ylamino)-8H-pyridoP^^ 
d]pyriinidin-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(pipei^ine-l-carbonyl)-pyridin-2-yl^ 
pyrido[2,3-d]pyriimdiii-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(3,5-dimethyl-piperazme-l-^ 
ylamino]-8H-pyrido[23-d]pyrimidin-7-one, 

2-[5-(3-Amino-pyrroUdine-l-caibonyl)-pyridin-2-ylammo]-6-bromo-^ 
cyclopentyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(moiphoUne-4-carbonyl)-pyridin-2-ylanuno]-^^^ 
pyrido[23-d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl-5-methyl-2-[5-(piperazine-l-carbonyl)-pyridin-2- 
ylanuno]-8H-pyrido[23-d]pyrimidm-7-one, 

6-Bromc)-8-cyclopentyl-2-[5-(3.5-dimethyl-pipera2ine-l-carbonyl)-pyridi^^ 
ylaxnino]-5-methyl-8H-pyrido[2.3-d]pyriinidin-7-one, 

2-[5-(3-Amino-pyn-oUdine-l-carbonyl)-pyridm-2-ylamino]-6-bromo-8- 
cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyiimidin-7-one, 

6-Bromo-8-cyclopentyl-5-me%l-2-[5-(morpholke-4-carbonyl)-pyri 
ylainino]-8H-pyrido[23-d]pyrimidin-7-one, 

6-Acetyl-8-cyclopentyl-5-me%l-2-[5-(piperazine-l-carbonyl)-pyridin-2^ 
ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-8-cyclopentyl-2-[5-(3,5-dimethyl-piperazine-l-carbonyl)^^ 
ylamino]-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
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6-Acetyl-2-[5-(3-aniino«pyrroUdine-l-carbonyl)-pyridin-2-ylamino]-8- 
cyclopentyl-5-methyl-8H-pyrido[23-d]pyriinidm-7-one, 

6-Acetyl-8-cyclopentyl-5-methyl-2-[5-(moipholine-4-carbonyl)-pyri 
ylaimno]-8H-pyrido[23-d]pyriniidin-7-one, 

8-Cyclopentyl-6-ethyl-2-[5-(pipera2ine-l-carbonyl)-pyridin-2-ylam 
pyrido[2,3-d]pyriinidin-7-one, 

8-Cyclopentyl-2-[5-(3,5-dime%l-piperazine-l-carbonyl)-pyrid^^ 
6-ethyl-8H-pyrido[23-d]pyriimdin-7-one, 

2-[5-(3-Aniino-pyrrolidine-l-carbonyl)-pyridin-2-ylainiTO 
ethyl-8H-pyrido[2,3-d]pyriniidin-7-one, 

8-Cyclopentyl-6-e%l-2-[5-(moiphoUne-4-carbonyl)-pyridm-^^^ 
pyrido[2,3-d]pyrimidin-7-one, 

6-BromcK8H:yclopentyl-2-[5-(pipei^ne-l-sulfonyl)-pyridin-2-^^ 
pyrido[2,3-d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(moiphoUne-4-sulfonyl)-pyridin-^^^ 
pyrido[2,3-d]pyrimidin-7-one, 

2-[5-(3-Ainino-pynolidine-l-sdfonyl)-pyridin-2-ylamno]-6-^^ 
cyclopentyl-8H-pyrido[2,3-d]pyriniidin-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(3.5-dimethyl-piperazine-l-sutf^ 
ylaimno]-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Bromc)-8-cyclopentyl-5-methyl-2-[5-(piperazine-l-sulfony^ 
ylaniino]-8H-pyrido[2,3-d]pyriniidin-7-one, 

6-Bromo-8-cyclopentyl-5-methyl-2-[5-(morpholine-4-sulfonyl)-pyridin-2- 

* 

ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 

2-[5-(3-Amino-pyrrolidine- 1 -sulfonyl)-pyridin-2-ylaniino]-6-bionio-8- 
cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyiimidin-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(3,5-dimethyl-pipera2ine-l-sulfonyl)-pyri^ 
ylaiiunol-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

8-Cyclopentyl-6-^thyl-2-[5-(piperazine-l-suIfonyl)-pyridin-2-yla^ 
pyrido[2,3-d]pyrimidm-7-one, 

8-Cyclopentyl-6-ethyl-2-[5-(moipholine-4-sulfonyl)-pyridin-2-yla^ 
pyrido[2,3-d]pyrimidin-7-one, 
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2-[5-(3-Aiiiino-pyrroUdine-l-sulfonyl)-pyridin-2-yl^^ 
ethyl-8H--pyrido[2,3-d]pyrimidin-7-one, . 

8-Cyclopentyl-2-[5-(3,5-dimethyl-piperazine-l-sulfonyl)-pyridin-^ 
6-ethyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
5 6-Acetyl-8K:yclopentyl-5-methyl-2-[5-<piperazine-l-sulfonyl)-pyri^ 
ylainino]-8H'-pyrido[2,3-d]pyrinudiii-7-one, 

6-Acetyl-8-cyclopentyl-5-methyl-2-[5-(morpholine-4-sulfonyl>p^ 
ylainino]-8H-pyrido[23-d]pyriimdm-7-one, 

6-Acetyl-2-[5-(3-amino-pyrn)Udine-l-sdfonyl)-pyridm-2-^^ 
10 cyclopentyl-5-methyl-8H-pyrido[23-d]pyriinidin-7-one, 

6-Acetyl-8-cyclopentyl-2-[5-(3,5-dimethyl-piperazine-l-sulfonyl)-pyri 
ylamino]-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, and 

6-Acetyl-8-cyclopentyl-5-methyl-2-([i,6]naphthyridin-2-ylamino)-8H- 
pyrido[2,3-d]pyrimidin-7-one, 
15 6-Acetyl-8-cyclopentyl-2-[5-(14-dioxo-116-tMomoiphplm-4-yl)-pyridin-2- 
ylamino]-5-methyl-8H-pyrido[23-d]pyrimidin-7-one, 

8-Cyclopentyl-6-hydroxymethyl-5-methyl-2-(5-piperazin- 1 -yl-pyridin-2- 
ylaimno)-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-2-(3-chloro-5-piperazin- 1 -yl-pyridin-2-ylamino)-8-cyclopentyl-5- 
20 methyl-8H-pyrido[2,3-d]pyrimidm-7-one, 

4-[6-Acetyl-5-methyl-7-oxo-2-(pyridin-2-ylamino)-7H-pyrido[23- 
d]pyrimidin-8-yl]-cyclohexanecarboxylic acid, 

4-[6-Acetyl-2-(5-dimethylamino-pyridin-2-ylamino)-5-methyl-7-oxo-7H- 
pyrido[2,3-d]pyrimidin-8-yl]-cyclohexanecarboxylic acid, 
25 6-Bromo-8-cyciopentyl-5-methyl-2-[5-(piperarine-l-sulfonyl)-pyrid^ 
ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 

6-(8-Cyclopentyl-6-ethyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyiimidin-2- 
ylamino)-3-piperazin-l-yl-pyiidine-2-carboxylicacid, 

2- (6-Acetyl-5-piperazin-l-yl-pyridin-2-ylainino)-8-cyclopentyl-6-^ 
30 pyrido[2,3-d]pyrimidin-7-one, 

3- { 2-[6-(8-Cyclopentyl-6-ethyl-7-oxo-7,8-dihydxo-pyrido[2,3-d]pyr^ 
ylamino)-pyridin-3-yloxy]-ethoxy}-propionic acid. 
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[6-(8-Cyclopentyl-6-ethyl-7-oxo-73-dihydro-pyridot23'<i]pyrimi 
ylainino)-pyri(lin-3-yloxy]-acetic acid, 

8-Cyclopentyl-2-(5-{2-[2-(5-raethyl-pyridin-2-yl)-ethoxy]-ethoxy}-py^ 
ylainino)-8H-pyrido[2,3-d]pyriinidin-7-one, 

5 2-[5-(3-Benzenesulfonyl-propoxy)-pyridin-2-ylainmo]-8-cyclopentyI-8H- 
pyrido[2,3-d]pyrimidin-7-one, 

8-Cyclopentyl-6-^thyl-2-{5-[2-(2-methoxy-ethoxy)-ethoxy]-pyridm-2- 
ylainino}-8H-pyrido[2,3-d]pyrinudin-7-one, 

8-Cyclopentyl-2-(5-{[3-(3,5-dimethyl-piperazin-l-yl)-pix)pyl] 
10 pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidm-7-one, 

8-Cyclopentyl-2-{5-[(3-imidazol-l-yl-propyl)-methyl-amino]-pyridin-2- 
ylamino}-8H-pyrido[2,3-d]pyriiiudin-7-one, 

6-Acetyl-5-methyl-2-(5-me%l-pyridin-2-yIainino)-8-piperidin-^^^ 
pyrido[2,3-d]pyriniidin-7-one, 

15 6-Acetyl-2-[5-(3,4-dihydroxy-pym)Udin-l-yl)-pyridin-2-ylamin 
methoxymethyl-5-methyl-8H-pyrido[23<l]pyrimidin-7-one. 

This invention provides a method of treating a disorder or condition selected 
firom the group consisting of cell proliferative disorders, such as cancer, vascular 
smooth muscle proliferation associated with atherosclerosis, postsurgical vascular 

20 stenosis, restenosis, and endometriosis; infections, including viral infections such as 
DNA viruses like herpes and RNA vimses like HIV, and fungal infections; 
autoimmune diseases such as psoriasis, inflammation like rheumatoid arthritis, lupus, 
type 1 diabetes, diabetic nephropathy, multiple sclerosis, and glomerulonephritis, 
organ transplant rejection, including host versus graft disease, in a mammal, including 

25 human, comprising administering to said manmial an amount of a compound of 
formula I, or a pharmaceutically acceptable salt tiiereof, that is effective in treating 
such disorder or condition 

This invention further provides compounds of forniula 1 that are useful for 
treating abnormal cell proliferation such a cancer. The invention provides a method 

30 of o treating the abnormal cell proliferation disorders such as a cancer selected ftom 
the group consisting of cancers of die breast, ovary, cervix, prostate, testis, esophagus, 
stomach, skin, lung, bone, colon, pancreas, thyroid, biliary passages, buccal cavity 
and pharynx (oral), lip, tongue, mouth, pharynx, small intestine, colon-rectum, large 



wo 03/062236 PCT/IB03/00059 

.34- 

intestine, rectum, brain and central nervous system, glioblastoma, neuroblastoma, 
keratoacanthoma, epidermoid carcinoma, large cell carcinoma, adenocarcinoma, 
adenocarcinoma, adenoma, adenocarcinoma, follicular carcinoma, undifferentiated 
carcinoma, papillary carcinoma, seminoma, melanoma, sarcoma, bladder carcinoma, 
5 liver carcinoma , kidney carcinoma, myeloid disorders, lymphoid disorders, 
Hodgkin's, hairy cells, and leukemia, comprising administering a therapeutically 
effective amound of a compound of formula I, or a pharmaceutically acceptable salt 
thereof, to a subject in need of such treatment. 

A further embodiment of this invention is a method of treating subjects 
10 suffering ftom diseases caused by vascular smooth muscle cell proliferation. 
Compounds within the scope of the present invention effectively inhibit vascular 
smooth muscle cell proliferation and migration. The metfiod comprises administering 
to a subject in need of treatment an amount of a compound of formula I, or a 
pharmaceutically acceptable salt tiiereof , sufficient to inhibit vascular smooth muscle 
1 5 proliferation, and/or migration. 

This invention further provides a method of treating a subject suffering fix)m 
gout comprising administering to said subject in need of treatment an amount of a 
compound of formula I, or a pharmaceutically acceptable salt tiiereof, sufficient to 
treat the condition. 

This invention fiarther provides a method of treating a subject suffering from 
kidney disease, such as polycystic kidney disease, comprising administering to said 
subject in need of treatment an amount of a compound of formula I, or a 
pharmaceutically acceptable salt thereof, sufficient to treat the condition. 

Because of their inhibitory activity against cdks and other kinases, tiie 
compounds of the present invention are also usefiil research tools for studying the 
mechanism of action of those kinases, both in vitro and in vivo. 

The above-identified methods of treatment are preferably carried out by 
administering a tiierapeutically effective amount of a compound of Formula I (set 
forth below) to a subject in need of treatment Compounds of die present mvention 
are substituted 2-aminopyridines that are potent inhibitors of cyclin-dependent kinases 
4 (cdk4). The compounds are readily syntiiesized and can be administered by a variety 
of routes, including orally and parenterally, and have litfle or no toxicity. The 
compounds of tiie invention are members of tfie class of compounds of Formula L 
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This invention provides a pharmaceutical composition comprising a 
therapeutically effective amount of a compound of the formula I, or a 
pharmaceutically acceptable salt thereof, and apharmaceutically acceptable carrier, 
diluent, or excipient therefor. 

Many of the compounds of the present invention are selective inhibitors of 
cyclin dependent kinase cdk4, which is to say that they inhibit cdk4 more potently 
than they inhibit tyrosine kinases and other serine-threonine kinases including other 
cyclin-dependent kinases such as cdk2. Despite thek selectivity for cdk4 inhibition, 
compounds of the invention may inhibit other kinases, albeit at higher concentrations 
than those at which they inhibit cdk4. However, compounds of the present invention 
also may inhibit Cdk6 at similar concentrations to those necessary for inhibition of 
dk4 since. Cdk6 is structurally similar to and performs similar functions to cdk4. 

Preferred embodiments of the present invention are compounds of the formula 
I inhibit cdk4 at least about 100-fold more potently than they inhibit cdk2. 

A preferred embodiment of the present invention provides a method of 
inhibiting cdk4 at a lower dose than is necessary to inhibit cdk2 comprising 
administration of a preferred compound of formula I in an amoimt that selectively 
inhibits cdk4 over cdk2. 

The compounds of formula I of this invention have useful phannaceutical and 
medicinal properties. Many of the compounds of formula I of this invention exhibit 
significant selective cdk4 inhibitory activity and therefore are of value in the 
treatment of a wide variety of clinical conditions in which cdk4 kinase is abnormaUy 
elevated, or activated or present in normal amounts and activities, but where 
inhibition of the cdks is desirable to treat a cellular proliferative disorder. Such 
disorders include, but are not limited to those enumerated in the paragraphs below. 

The compounds of the present invention are useful for treating cancer (for 
example, leukemia and cancer of the lung, breast, prostate, and skin such as 
melanoma) and other proliferative diseases including but not limited to psoriasis, 
HSV, HIV, restenosis, and atherosclerosis. To utilize a compound of the present 
invention to treat cancer, a patient in need of such treatment, such as one having 
cancer or another proliferative disease, is administered a therapeutically effective 
amount of a pharmaceuticaDy acceptable composition comprising at least one 
compound of the present invention. 
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Compounds of the present invention are selective inhibitors of cdk4, which is 
to say that they inliibit cdk4 more potently than they inhibit tyrosine kinases and other 
serine-threonine kinases including other cyclin-dependent kinases such as cdk2. 
Despite their selectivity for cdk4 inhibition, compounds of the invention may inhibit 
5 other kinases, albeit at higher concentrations than those at which they inhibit cdk4. 
However, compounds of the present invention also may inhibit cdk6 at similar 
concentrations to those necessary for inhibition of cdk4 since cdk6 is structurally 
similar to and performs similar functions to cdk4. 

DETAILED DESCRIPTION OF THE INVENTION 

10 An illustration of the preparation of compounds of the present invention is 

shown in Schemes 1 to 13. 

Synthesis 

The compounds of the invention may be prepared according to the general 
Scheme 1. The assembly of components A and B generally requires their 
15 combination in a suitable solvent such as DMSO, toluene or pyridine, and heating of 
this mixture to 80-140 ^'C. A subsequent deprotection step may be required depending 
on the nature of substituent R"^. 



Scheme 1 




Synthesis of the sulfoxides represented by the structure A has been described 
20 previously in PCT applications WO 98/33798 and WO 01/70741. Such intermediates 
are assembled via established and published protocols (Barvian et al., J. Med. Chem. 
2000, 43, 4606-4616) starting from the commercially available pyrimidine, 4-chloro- 
2-methylsulfanyl-pyrimidine-5-carboxylic acid ethyl ester. The pyridine derivatives 
B where = = = hydrogen can be prepared from commercially available 5- 
25 bromo-2-nitropyridine by base or palladium promoted displacement of the bromine by 
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a nucleophile such as an alcohol or a primary or secondary amine, followed by 
reduction of the nitro group. A representative example of this method is illustrated in 
Scheme 2. Examples of bases that may be used for this reaction include K2CO3, or 
NaaCOa. These bases may be used in the presence of a phase transfer catalyst such as 
BU4NI. Palladium promoted reactions are typically perfonned with catalysts such as 
Pd(0Ac)2, Pd2(dba)3, or Pd(PPh3)4 and the like in nonpolar organic solvents such 
benzene, toluene, tetrahydrofuran or acetonitrile at temperatures from 25 - 1 10 **C. 
These catalysts aie typically employed with a suitable ligand such as suitable ligand, 
such as BINAP, Xantphos or a related phosphine-based Pd ligand. Reduction of the 
nitro group is typically performed using Raney Nickel although other reducing agents 
also may be used including palladium on charcoal or Fe/HQ. 



When at least one of X . X , or X is not hydrogen, the pyridine derivatives B are 
prepared by methods known to those in the art. Examples of representative procedures 
may be found in Comprehensive Heterocyclic Chemistry, Eds. A. R. Katritzky, C. W. 
Rees, 1984, Pergamon, NY; Volume 2, Chapter 2.08, Pyridines and their 
Benzoderivatives: Synthesis, Gumos Jones. Also, refer to Comprehensive 
Heterocyclic Chemistry n, Eds. A. R. Katritzky, C. W. Rees., E. Scriven, 1996. 
Pergamon, NY; Volume 25, Chapter 5.05, Pyridines and their Benzoderivatives: 
Synthesis, Gumos Jones. Representative examples are illustrated in Scheme 3. 



Scheme 2 




'BU4NI 
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Scheme 3. 

aCHO NC^CN ^.-s,^<:^CN 

O NH3 " ^--^N'^NHa 



CHO 



HgN^CQjEt CHO ^ '^a'Xvj^^" 

HgN N I 



Ph 

d 



7 



An alternate route to access compounds of the present invention involves 
conversion of the pyridopyrimidine core fragment to a pyridopyrimidine C-2 amine as 
shown in Scheme 4 and employment of this amine as a nucleophile to displace a 
leaving group such as bromide or iodide from a pyridine fragment. This reaction 
proceeds with palladium catalysis to provide the target compounds in equivalent 
yields to the route shown in Scheme 1. Examples of palladium catalysts that may be 
employed in this reaction include Pd(OAc)2, Pd2(dba)3, or Pd(PPh3)4. and 
PdCl2(PPh3)2. These catalysts are typically employed with a suitable ligand, such as 
BINAP, XanQ>hos or a related phosphine-based Pd ligand. Typical solvents include 
dimethoxyethane, tetrahydFofru:an, acetonitrile and toluene. Reactions are typically 
performed at temperatures between 25 ^'C and 160 °C. In some cases, the reaction is 
accelerated by the presence of electron withdrawing substituents ortho to the leaving 
group on the pyridine ring (Jonckers, T. H. M. et al Tetrahedron 2001, 57, 7027- 
7034). 



Scheme 4 



Br 




N 




'r^N^V 0 2. H2 HaN-^N^N-^O Pd catalysis HN^N<-N 



another alternate route to compounds of the present invention, the pyridine 
fragment is converted to a guanidine and condensed with an appropriate partner to 
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produce the pyrimidine ring via a condensation reaction (Scheme 5). This 
condensation reaction typically requires heating the reaction components at 
concentrations of 0.5 M to 2 M in a suitable non-polar organic solvent such as 
chlorobenzene, nitrobenzene, or Dowthenn to a temperature in the range of 100- 200 



Scheme 5 



(PG) is a protecting group such as 
Cbz» or Boc. 



In addition, synthesis of compounds of the instant invention may pioceed 
through substituted pyrimidine intennediates such as those shown m Schemes 6-13. 
Thus, in Scheme 6, a 4-amino, 5-halo-pyrimidine sulfide is converted directly to a 
pyridopyrimidinone using chemistry mtroduced by Piers (e.g. Piers, E. McEachem, E. 
J. and Romero, M. A. /. Org. Chem. 1997, 62, 6034-6040). Alternatively, the side- 
chain pyridyl-amine is installed through displacement of a sulfoxide at the C2 position, 
using standard procedures (see above), and then the pyridopyrimidmone is built-up 
via a Stille coupling and a ring closure reaction. Sunilar chemistry is employed is 
Schemes 7 starting with a 2-chloropyrimidine. The Stille reactions in Schemes 6 and 
7 are typically performed under palladium catalysis using reagents such asPd(OAc)2, 
Pd2(dba)3, or Pd(PPh3)4, and Pda2(PPh3)2. Typical solvents include 
dimethoxyethane, tetrahydrofuran, acetonitrile and toluene which may be wamied 
during the reaction to temperatures in the range of 100-200 °C. Ring closure occurs 
spontaneously or with gende wanning in a suitable organic solvent to a temperature 
less than 100 Installation of the C2 side chain in Scheme 7 typically proceeds 
with catalysis by POPd, Pd(OAc)2 or Pdadbaj and a suitable ligand, such as BBSfAP, 
Xantphos or a related phosphine-based Pd ligand. 
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Scheme 6 
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Another way to build the pyridone ring is to start with an aldehyde or ketone 
at the C5 position of a simple substituted 4-aminopyrimidine and to perform Wittig, 
Homer-Wadsworth Emmons, Knoevenagel or related chemistry such as enloate anion 
chemistry to instaU the C4-C5 double bond of the pyridopyrimidinone system. These 
reactions proceed under conditions that would be well known to one skiUed in the art, 
with the employment of a suitable base such as NaH. NaOEt, LDA, Buli, HMDS and 
the like. Ring closure typically occurs spontaneously under the reaction conditions 
when the double bond geometry is such that the pyrimidine and the ester are placed m 
a cis relationship across the newly formed double bond. Otherwise gentle warming in 
a suitable organic solvent to a temperature less than 100 ^^C may be required to 
promote ring closure. When the double bond geometry is such that the pyrimidine 
and the ester are placed in a tracts relationship across the double bond, ring closure 
can be driven by double bond isomerization, forexample by heatmg in DBU to a 



wo 03/062236 PCT/IB03/00059 

-41" 

temperature between 100 and 200 °C, or by treatment with a radical source such as 
iodine and UV light under conditions that would be well known to one skilled in the 
art. The order of ring formation and side chain installation may be reversed as shown 
in Schemes 11-13. 
Scheme 8 



O 




Scheme 10 




Gi and G2 are electron withdrawing functional groups 
such as CN, C02Et, COsMe, 
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Gf and G2 are electron withdrawing functional groups 
such as CN, C02Et, C02Me, 

The compounds of the present invention can be fonnulated and administered 
in a wide variety of oral and parenteral dosage forms, including transdermal and rectal 
S adnunistration. It will be recognized to those skilled in the art that the following 

dosage forms may comprise as the active component, either a compound of Formula I 
or a corresponding pharmaceutically acceptable salt or solvate of a compound of 
Formula L 

This invention also comprises a pharmaceutical formulation comprising a 
10 therapeutically effective amount of a compound of Formula I together with a 
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pharmaceutically acceptable carrier, diluent, or excipient therefor. For preparing 
pharmaceutical compositions with the compounds of the present invention, 
pharmaceutically acceptable carriers can be either a solid or liquid. Solid form 
preparations include powders, tablets, pills, capsules, cachets, suppositories, and 
5 dispensable granules. A solid carrier can be one or more substances which may also 
act as diluents, flavoring agents, binders, preservatives, tablet disintegrating agents, or 
an encapsulating material. 

In powders, the canier is a finely divided solid such as talc or starch which is 
in a mixture with the finely divided active component. In tablets, the active 

10 component is mixed with the carrier having the necessary binding properties in 
suitable proportions and compacted in the shape and size desired. 

The formulations of this invention preferably contain fix)m about 5% to about 
70% or more of the active compound. Suitable carriers include magnesium carbonate, 
magnesium stearate, talc, sugar, lactose, pectin, dextrin, starch, gelatin, tragacanth, 

15 raethylcellulose, sodium carboxymethylcellulose, a low melting wax, cocoa butter, 
and the like. A preferred form for oral use are capsules, which include the formulation 
of the active compound with encapsulating material as a carrier providing a capsule in 
which the active component with or without other carriers, is surrounded by a carrier, 
which is thus in association with it. Similarly, cachets and lozenges are included. 

20 Tablets, powders, capsules, pills, cachets, and lozenges can be used as solid dosage 
forms suitable for oral administration. 

For preparing suppositories, a low melting wax, such as a mixture of fatty acid 
glycerides or cocoa butter, is first melted and the active component is dispersed 
homogeneously therein, as by stirring. The molten homogenous mixture is then 

25 poured into convenient size molds, allowed to cool, and thereby to solidify. 

Liquid form preparations include solutions, suspensions, and emulsions such 
as water or water/propylene glycol solutions. For parenteral injection, liquid 
preparations can be formulated in solution in aqueous polyethylene glycol solution, 
isotonic saline, 5% aqueous glucose, and the like. Aqueous solutions suitable for oral 

30 use can be prepared by dissolving the active component in water and adding suitable 
colorants, flavors, stabilizing and thickening agents as desired. Aqueous suspensions 
suitable for oral use can be made by dispersing the finely divided active component in 
water and mixing with a viscous material, such as natural or synthetic gums, resins; 
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methylcellulose, sodium carboxymethylcellulose, or other well-known suspending 
agents. 

Also included are solid form preparations that are intended to be converted, 
shortly before use, to liquid form preparations for oral administration. Such liquid 
5 forms include solutions, suspensions, and emulsions. These preparations may contain, 
in addition to the active component, colorants, flavors, stabilizers, buffers, artificial 
and natural sweeteners, dispersants, thickeners, solubilizing agents, and the like. 
Waxes, polymers, microparticles, and the like can be utilized to prepare sustained- 
release dosage forms. Also, osmotic pumps can be employed to deliver the active 

10 compound uniformly over a prolonged period. 

The pharmaceutical preparations of the invention are preferably in unit dosage 
form. In such form, the preparation is subdivided into unit doses containing 
appropriate quantities of the active component. The unit dosage form can be a 
packaged preparation, the package containing discrete quantities of preparation, such 

15 as packeted tablets, capsules, and powders in vials or ampoules. Also, the unit dosage 
form can be a capsule, tablet, cachet, or lozenge itself, or it can be the appropriate 
number of any of these in packaged form. 

The therapeutically effective dose of a compound of Formula I will vary from 
approximately 0.01 mg/kg to approximately 100 mg/kg of body weight per day. 

20 Typical adult doses will be approximately 0.1 mg to approximately 3000 mg per day. 
The quantity of active component in a unit dose preparation may be varied or adjusted 
from approximately 0.1 mg to approximately 500 mg, preferably about 0.6 mg to 
100 mg according to the particular application and the potency of the active 
component. The composition can, if desired, also contain other compatible therapeutic 

25 agents. A subject in need of treatment with a compound of Formula I is administered 
a dosage of about 0.6 to about 500 mg per day, either singly or in multiple doses over 
a 24-hour period. Such treatment may be repeated at successive intervals for as long 
as necessary. 

This invention provides a pharmaceutical composition for treating a disorder 
30 or condition selected from the group consisting of cell proliferative disorders, such as 
cancer, vascular smooth muscle proliferation associated with atheroscl^sis, 
postsurgical vascular stenosis, restenosis, and endometriosis; infections, including 
viral infections such as DNA viruses like herpes and RNA viruses like HTV, and 
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fungal infections; autoimmune diseases such as psoriasis, inflammation like 
rheumatoid arthritis, lupus, type 1 diabetes, diabetic nephropathy, multiple sclerosis, 
and glomerulonephritis, organ transplant rejection, including host versus graft disease. 

The examples presented below are intended to illustrate particular 
S embodiments of the invention, and are not intended to limit the scope of the 
specification or the claims in any way. 

Those having skill in the art will recognize that the starting materials may be 
varied and additional steps employed to produce compounds encompassed by the 
present invention, as demonstrated by the following examples. The following 
10 examples are for illustrative purposes only and are not intended, nor should they be 
construed as limiting the invention in any manner. Those skilled in the art will 
appreciate that variations and modifications can be made without violatmg the spirit 
or scope of the invention. 

EXAMPLE 1 

15 8-Cvclopentvl-2-(pvridin-2-vlaminoV8H-pvridor2.3-dlpvrimidin-'7-Qne 

8-Cyclopentyl-2-methanesulfinyl-8H-pyrido[2,3-d]pyrimidin-7-one (200 mg, 
0.7 mmol) prepared as in Example 107 of WO 98/33798 (incorporated herein by 
reference) and 2-aminopyridine (130 mg, 1.4 nmiol) were combined in a 10 mL 
round-bottomed flask. The flask was purged with nitrogen (10 min), then heated in a 

20 160°C oil bath (30 min). After cooling, the orange residue was triturated with water 
to afford an orange solid, which was further purified by reversed-phase HPLC 
purification. [Vydac C18 TP254 (30nmixl00mm); A: ACN (acetonitrile) + 0.1 % 
TFA (trifluor acetic acid); B; H2O + 0.1% TFA; 10%-76% B over 40 min]. 15 mg of 
8-cyclopentyl-2-(pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one was isolated 

25 as a yellow solid. Mp: >250 °C, Anal. HPLC [Vydac C18 TP254 (4.6x150 mm); A: 
ACN + 0.1 % TFA; B; H2O + 0.1% TFA; 10%-76% B over 20 min]: >98% Rt;=13.9 
min. 

• EXAMPLE2 

4->r6-f6-Bromo-8-cvclopentvl-7-oxO"7.8-dihvdro"pvridor23-d1pvrimidin-2 
30 -vlaminoVpvridin-3-vn-piDerazine-l-carboxvlic acid tert-butvl ester 
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Under a dry argon atmosphere were combined 6-bromo-8-cyclopentyl-2- 
methanesulfinyl-8H-pyrido[2,3-d]pyrimidin-7-orie (0.78 g, 2.19 mmol, prepared as in 
Example 107 of WO 98/33798 (incorporated herein by reference)) and 4-(6-amino- 
pyridin-3-yl)-piperazine-l-carboxylic acid t^-butyl ester (0.67g, 2.4mmol) without 
5 solvent. The flask was evacuated and heated to 120 °C for 1 hour. The mixture was 
purified by chromatography on silica gel, eluting with chloroform, to give a yellow 
foam, 0.288 g. Recrystalization from acetonitrile gave 4-[6-(6-bromo-8-cyclopentyl- 
7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin-2-ylanuno)-pyridin-3-yl]-pii^ 
caiboxylic acid tert-butyl ester (0.266 g, 21%). MS (APCI); M*+l: Calc*d, 570ll7, 
10 Found, 570.0. 

EXAMPLE3 

6-Bromo-8-cvclopentvl-2-f S-piperazin- 1 -vl-pvridin-2-vlaminoV8H-pvrido 
r2>3-d1pvrimidin-7~one hydrochloride 

4-[6-(6-Bromo-8-cyclopentyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin-2 

15 -ylamino)-pyridin-3-yl]-pipera2ine-l-carboxylic acid tert-butyl ester (0.26 g, 0.46 
mmol) prepared as in Example 2 was dissolved in 1:1 chloroform / methanol (15 ml), 
to which was added diethyl ether (25 ml). The solution was purged with anhydrous 
hydrogen chloride gas and stoppered for 18 hours. The resulting white solid was 
filtered, washed with diethyl ether and dried in vacuo at 60 ''C to give 6-bromo-8- 

20 cyclopentyl-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H-pyrido[ 2,3-d]pyrimidin-7- 
one hydrochloride as a pale yellow solid (0.254 g). MS (APCI); Ts/t-hl: Calc, 470.12, 
Found, 470.0. Analyses for C2iH24BrN20-1.25 H2O.2.2HCI: Calc'd: C, 44.01; H, 
5.05; N, 17.1 1, CI (ionic), 13.61; H20, 3.93. Found: C, 43.74; H, 5.07; N, 16.78; CI 
(ionic), 13.73 ; H20, 3.81 

25 EXAMPLE 4 

4-r6-f8-Cvclopentvl-^thvl-7-oxo-7.8-dihvdro-pvridor23--dlpvrinMdm 
pvridin-3-vll-piT)erazine--l-carboxvlic acid tert-butvl ester 

4-[6-(8-Cyclopentyl-.6-ethyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin-2- 
ylamino)-pyridin-3-yl]-piperazine-l-carboxylic acid tert-butyl ester was prepared by 
30 addition of 8-cyclopentyl-6-ethyl-2-methanesulfinyl-8H-pyrido[2,3-d]pyrimidin-7- 
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one (0.80 g, 2.62minol) and 4-(6-amino-pyridin-3-yl)-piperazine-l-carboxyUc acid 
tert-butyl ester (1.82 g, 6.55 mmol) to toluene (10 ml) followed by heating to 105 °C 
over 10 hours. The resulting suspension was filtered, the solid washed with toluene 
and dried in vacuo yielding 4-[6-(8-Cyclopentyl-6-ethyl-7-oxo-7,8-dihydro- 
5 pyrido[2,3-d]pyriinidin-2-ylamino)-pyridin-3-yl]-piperazine-lK:arboxyUc acid tert- 
butyl ester as a solid (0.204 g). MS.(APCI); M'^+l; Calc'd 520.3, Found 520.1 

EXAMPLE5 

8-Cvclopentvl-6-ethvl-2-(5-piperazin-l-vl-pvridin-2- vlaminoV8H-pvridor2.3- 

dlpvrimidin'7-one hydrochloride 

10 4-[6K8-Cyclopentyl-6-ethyl-7-oxo-73-dihydro-pyrido[2,3-<i]pyriniidm-2- 
ylamino)-pyridin-3-yI]-pipera2ine4-carboxylic acid tert-butyl ester (0.204 g, 0.39 
mmol) prepared as in Example 4 was dissolved in 1:1 chloroform / methanol (16 ml) 
and purged with anhydrous hydrogen chloride gas. After stirring for 3.5 hours, 
addition of diethyl ether (8 ml) gave a solid precipitate. The solid was filtered, 

15 washed with diethyl ether and dried in vacuo yielding 0. 1 80g of 8-cyclopentyl-6- 
ethyl-2-(5-piperazin-l-yl-pyridin-2-ylamjno)-8H-pyrido[2,3-d]pyrimidin-7-one 
hydrochloride as a yellow solid. MS (APCI); M^+1: Calc'd, 420.52. Found, 420.2. 
Analyses for C34H29N7O.I.2 H20-2.1HC1: Calc'd: C, 53.36; H, 6.52; N, 18.93,.C1 
(ionic), 14.38; H20, 4.17. Found: C, 53.25; H, 6.43; N, 18.80; CI (ionic), 14.36 ; 

20 H20, 3.87 

EXAMPLE 6 

2-r5-f4-tert-Butoxvcarbonvl-Diperazin-l-vlVpvridin-2-vla mino1-8-cvcloDentvl-7-oxo- 
7.8-dihvdro-pvridor2>3-dlDvrimidine-6-carboxv lic acid ethvl ester 

8-Cyclopentyl-2-methanesulfinyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyriniidine- 

25 6-carboxylic acid ethyl ester (0.936 g, 2.68 nunol) and 4-(6-aniino-pyridin-3-yl)- 

piperazine-l-carboxylic acid tert-butyl ester (3.0 g, 10.8 mmol) were added to toluene 
(5ml) and heated to 100 ^'C 1 hour. Diethyl ether (10 ml) was added causing a solid to 
precipitate. This solid was collected by filtration, washed with diethyl ether, and 
dried in vacuo yielding 2-[5-(4-tert-Butoxycarbonyl-piperazm-l-yl)-pyridin-2- 

30 ylamino]-8-cyclopentyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimidine-6-carboxyh^ 
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ethyl ester as a yellow soUd (0.42 g, 28%). MS (APCI); WT+l: Calc*d 564.29, Found 
564.3 



EXAMPLE? 

8-Cyclopentvl-7-oxo-2-f 5-pipera2in- 1 -vl-pvridin-2-vlamino)-7,8-dihvdro-pvridor2l3- 
5 d1pvrimidine-6-carboxvlic acid ethvl ester hydrochloride 

2-[5-(4-tert-Butoxycarbonyl-piperazin- l-yl)-pyridin-2-ylaniino]-8- 
cyclopentyl-7-<)xo-7,8-dihydro-pyrido[23-d]pyrimidine-6-carboxylic acid ethyl ester 
(0.40 g, 0.709 mmol, prepared as in Example 6) was dissolved in a mixture of 
chloroform (15 ml) and ethanol (15 ml) and the solution was purged with anhydrous 

10 hydrogen chloride gas. After 2 hours, the addition of ethyl acetate precipitated a solid 
which was filtered, washed with diethyl ether and dried in vacuo to yield 0.4 g of 8- 
cyclopentyl-7-oxo-2-(5-piperazin- 1 -yl-pyridin-2-ylamino)-7,8-dihydro-pyrido[2,3- 
d]pyriniidine-6-carboxylic acid ethyl ester hydrochloride as a yellow solid. MS 
(APCI); M^H-1: Calc'd, 464.53, Found, 464.4. Analyses for C24H29N7O3-0.75 

15 H2O.2.OHCI: 

Calc'd: C, 52.41; H, 5.96; N, 17.83, CI (ionic), 12.89; H20, 2.46. Found: C, 52.25; H, 
5.86; N, 17.85; CI (ionic), 12.10 ; H20, 1.52 



EXAMPLE 8 

f8-Cvclopentvl-2-methvlsulfanvl-7K)xO"7.8Hiihvdro-pvridor23-d1Pvrimidin-6-vlV 

20 carbamic acid tert-butvl ester 

To anhydrous t-butanol (30 ml) was added 8-cyclopentyl-2-methylsulfanyl-7- 
oxo-7,8-dihydro-pyrido[2,3-d]pyrimidine-6-carboxylic acid (2.48 g, 8.02 mmol), 
triethylamine (0.974 g, 9.63 mmol) and over 5 minutes, diphenylphosphorylazide 
(2.65 g, 9.63 mmol) with stirring. This mixture was heated at 75 °C for 18 hours. . 

25 The mixture was filt^ed and the solid was washed with ethyl acetate. The washings 
were concentrated to an oil enriched in the desired product The oil was triturated 
with hexane / diethyl ether and the washings were filtered through silica gel and 
celite. The filtrate was concentrated in vacuo yielding (8-cyclopentyl-2- 
methylsulfanyl-7-oxo-7,8'^ihydro-pyrido[2,3-d]pyrimidm-6-yl)-carbanuc acid tert- 
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butyl ester as a crystaDine solid (1.37 g, 45%). MS (APCI): Calc'd, 377.16, » 
Found 377.2. 

EXAMPLE9 

f8-Cvclopentvl-2"methanesulfinvl-7-oxo-7.8-dihvdro-pvridor2J-d1pvriimd^ 
5 carbamic acid tert-butvl ester 

(8<;yclopentyl-2-methylsulfanyl-7-oxo-7,8-^ydro-pyrido[23-d]pyr^ 
6-yl)-carbaniic acid tert-butyl ester (1.3 g, 3.45 mmol, prepared according to Example 
8) was added to 50:50 dichloromethane / methanol (12 ml) followed by 2- 
benzenesulfonyl-3-phenyl-oxiaziridine (1.08 g, 4.14 mmol). The mixture was stirred 
10 at 25 for 3.5 hours, evaporated to an oil and eluted through silica gel with . 
chloroform. Fractions containing the product were evaporated to yield (8- 
cyclopentyl-2-methanesulfinyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyriniidin-6-yl)- 
carbamic acid tert-butyl ester as a solid (1.2g, 89%). MS (APCI); M^+1: Calc'd, 
393.15, Found 393.1. 

15 EXAMPLE 10 

4-r6-f6-tert-Butoxvcarbonvlamino-8-cvclopentvl-7-oxo-7.8-dihvdro-pvridor2.3- 
dlpvrimidin-2-vlaminoVpvridin-3-vll-piperazine-l-caiboxvlic acid tert-butvl ester 

(8-Cyclopentyl-2-methanesulfinyl-7-oxo-7,8Hdihydro-pyrido[2,3-^]pyrimi^^ . 
6-yl)-carbamic acid tert-butyl ester (1.2 g, 3.06 ml, prepared according to Example 9) 

20 and 4-(6-amino-pyridin-3-yl)-piperazine-l-carboxylic acid tert-butyl ester (2.36 g, 
8.48 mmol) were combined in toluene (4 ml) and heated to 105 **C for 12 hours. The 
resulting paste was diluted with toluene, filtered, washed with toluene and partitioned 
between diethyl ether and 1 N citric acid. The mixture was filtered, and the solid was 
washed with water and diethyl ether. The solid then was dissolved in chloroform, 

25 dried over anhydrous magnesium sulfate, filtered, and the filtrate diluted with diethyl 
ether, giving a solid precipitate. This solid was collected by filtration and dried in 
vacuo to give 4-[6-(6-tert-butoxycarbonylamino-8-cyclopentyl-7-oxo-7,8-dihydro- 
pyrido[2,3-d]pyrimidin-2-ylamino)-pyridin-3-yl]-piperazine-l-carboxylic acid tert- 
butyl ester as a solid (0.311 g, 17%). MS (APCI) M'+l; CalcM, 607.3, Found, 607.2. 



TH»S 
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EXAMPLEll 

fi-Amino-8-cvclopentvl-2-f5-Diperazin-l-vl-pvridi n-2-vla^ 

d1pvrimidin-7-one hydrochloride 

4-[6-(6-tert-Butoxycarbonylamino-8-cyclopentyl-7-oxo-7.8^ 
5 pyrido[23-d]pyriniidin-2-ylamino)-pyridm-3-yll-piper^ add tert- 

butyl ester (0.31 g, 0.51 1 mmol) prepared as in Example 10. was added to 1:1 
chloroform / methanol (20 ml) aqd the mixture was purged with anhydrous hydrogra 
chloride gas then stirred at room temperature for 18 hours. The resulting solid was 
collected by filtration, washed with diethyl ether, and dried in vacuo to provide 6- 
10 amino-8-cyclopentyl-2-(5-piperazin-l-yl-pyridin-2-ylammo)-8H-pyrido[2,3- 

d]pyrimidin-7-one hydrochloride as a yellow solid (0.202 g, 100%), MS (APCT); 
+1 : Calc'd, 407.48, Found, 407.4. Analyses for C2iH26N80-L25 H20-2Ha: Calc'd: 
C, 50.46; H, 6.02; N, 22.14, CI (ionic), 15.98; H20, 4.58. Found: C, 50.25; H, 6.13; 
N, 22.32; Q (ionic), 14.13; H20, 4.49 

15 EXAMPLE 12 

6-BrQmo-8-cvclopentvl-2-r5-ffSl-l-methvl-l-DVTrolidin>2-vlVpw 
pvridor2.3"dlpvrimidin-7-one hydrochloride 

To dry toluene (4 ml) was added 5-(l-methyl-pyrrolidin-2-yl)-pyridin-2- 
ylamine (1.19 g, 6.7 nrniol, prepared as described in WO 01/70730) and 6-bromo-8- 

20 cyclopentyl-2-methanesulfinyl-8H-pyrido[2,3-d]pyrimidin-7-one (1.0 g, 2.81 mmol) 
and the mixture was heated at 105 X for 1 hour. The mixture was cooled, filtered, 
washed with toluene and diethyl ether and dried to a solid in vacuo (0.256 g). The 
solid was dissolved in chloroform (20 ml) and treated with anhydrous hydrogen 
chloride gas giving a gummy precipitate. Methanol (2 ml) was added causing the 

25 precipitate to dissolve, and the solution was added to rapidly stirred diethyl ether 
giving a white precipitate. The solid was collected by filtration, washed with diethyl 
ether and dried in vacuo to provide 6-bromo-8-cyclopentyl-2-[5-((R)-l-methyU- 
pyrToUdin-2-yl)-pyridin-2-ylamino]-8H-pyrido[2,3-<l]pyrimidin-7-onehydr 
(0.30g, 23%) as a white solid. MS (APCI); M^+1: Calc'd, 469.13, Found, 469.1. 

30 Analyses for C22H25BrN6O 0.75 H204.75HC1: CalcM: C, 48.33; H, 5.20; N, 15,37, CI 
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(ionic). 11.34; H20, 2.47. Found: C, 48.23; H, 5.29; N, 15.21; Q (ionic). 11.55 ; 
H20. 3.81 

EXAMPLE 13 

^-BromQ-8-cvclohexvl-2-fpvridin-2-vl-aminoV8 H-pvridor2.3-d1pvrim 
5 6-Bromo-8-cyclohexyl-2-niethane«ulfinyl-8H-pyridp[2,3-d]py^ 

(1.04g.2.81mmol) was prepared by the method described in WO 98/33798 and mixed 
with 2-aminopyridine (2.5 g, 26.6 mmol). The mixture was heated in the absence of 
added solvent to 92 °C for 4 hours giving a solid precipitate. The mixture was filtered 
when its temperature was between 24-60 °C, and the resultmg solid was washed with 
10 toluene, then chloroform, and dried in vacuo to provide 6-bromo-8-cyclohexyl-2- 
(pyridin-2-yl-amino)-8H-pyrido[2,3-d]pyrimidin-7-one as a yellow solid (0.126g, 
17%). MS (APCI);M*+l:Calc'd, 401.27, Found, 401.1. Analyses for 
CisHisBrNsO: Calc'd: C, 54.01; H. 4.53; N, 17.50; Br, 19.96. Found: C. 53.87; H. 
4.52; N, 15.21; Br, 20.09. 

15 EXAMPUE 14 

fi.-Brnmo-8-cvcloDentvl-2-methvl-8H-Dvridor2.3-dlDvrim idin-7-one: compound with 

6>methvl-nicotinamide 

6-Bromo-8-cyclopentyl-2-methanesulfinyl-8H-pyrido[23-^]pyrinMdinr7-on 

(1.09 g, 3.06 mmol) and 6-amino-nicotinamide (2.51 g, 18 mmol) were combined in 
20 toluene (8 ml) and heated to 100 °C for 18 hours. The mixture thMi was diluted with 
dimethylsulfoxide (8 ml) and heated to 120 for 2 hours. The mixture then was 
poured into water (120 ml) with rapid stirring. Diethyl etha: was added and the 
resulting solid was collected by filtration. This solid was washed with 1:1 warm ethyl 
acetate / tetrahydrofuran and dried in vacuo to provide 6-bromo-8-cyclopentyl-2- 
25 methyl-8H-pyrido[2,3-d]pyrimidin-7-one as a yellow solid (0.233 g, 18%). MS 
(APCI); +1: Calc*d, 429.06, Found, 429.1. Analyses for Ci8Hi7BrN6C)2: 
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EXAMPLE15 

fi-Bromo-8-cvclopentvl-5-methvl-2-fS-piDerizi n-l-vl-Pvridin^^ 

pvridor23-^pvriinidin-7-one 

6-Bromo-8K:yclopentyl-2-methanesulfinyl-5-methyl-8H-py^^ 
5 d]pyriinidin-7-one (0.2 g, 0.54 mmol, prepared according to Example 5 in WO 

01/70741) and 4-(6-Amino-pyridin-3-yl)-pipeiazine-l-carboxylic acid tert-butyl ester 
(0.6 g, 2.16 mmol) were combined in toluene ( 3 mL) and heated to 1 10 ^^C overnight. 
The reaction was quenched by the addition of succinic anhydride (0.2 g) and allowed 
to cool giving a solid. This solid was suspended in CH2CI2 and filtered to give a 
10 white solid. The filtrate was washed with saturated aqueous sodium bicarbonate then 
saturated aqueous sodium chloride and dried over anhydrous magnesium sulfate. The 
crude product was purified by silica gel chromatography eluting with 75% ethyl 
acetate:25% hexanes to provide 4-[6-(6-Bromo-8-cyclopentyl-5-methyl-7-oxo-7,8- 
dihydro-pyrido[23-d]pyrimidin-2-ylaniino)-pyridin-3-yl]-pipera2ine-lK:arboxyU 

15 acid tert-butyl ester (0.04 g. 13%). MS (APCI) M^+1: Calc'd, 584.19, Found, 584.1. 
4-[6-(6-Bromo-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyrimidin-2-ylamino)-pyridin-3-yl]-piperazine-l-carboxylic acid tert-butyl ester 
(0.04 g, 0.07 mmol) was suspended in CH2CI2 (10 mL) and MeOH was added in order 
to produce a solution (up to 6 niL). 2 M HCl in ether (10 mL) was added with 

20 stirring. The reaction mixture was stirred at room temperature for a total of 3 days 
then the solvents were lenioved by evaporation at reduced pressure. The remaining 
solid was suspended in ether and filtered to give 6-bromd-8-cyclopentyl-5-methyl-2- 
(5-piperizin-l-yl-pyridin-2-ylamino)-8frpyrido[23-<f|pyrin^ as a yellow 

soUd, which was dried in vacuo at 50 "^C. MS (APCI); M* +1: Calc'd, 486.15, Found, 

25 486.1. Analyses for C23H26N7OBr2.64H2O-2.OHCl: Calc'd: C, 43.68; H, 5.55; N, 
16.21, CI (ionic), 11.72. Found: C. 44.08; H, 5.32; N, 15.23, Q (ionic), 11.65. 



EXAMPLE 16 

8-CvclopentvI"6-fluoro-2-methanesulfinvl"8H-pvridor2.3-d1pvrimidin"7-one 

8-Cyclopentyl-6-fluoro-2-methylsulfanyl-8H-pyrido[2,3Ki]pyrimidin-7-one 
30 (10.5 g, 37.9 nunol) and 2-benzenesulfonyl-3-phenyl-oxaziridine (1 1.8 g, 45.4 mmol) 
were combined in dichloromethane (120 ml) and stirred at room temperature for 18 
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houis. The mixture was evaporated to an oil, crystallized from ethyl acetate / diethyl 
ether, filtered and dried in vacuo to provide 8-cyclopentyl-6-fluoro-2- 
methanesulfinyl-8H-pyrido[2,3-d]pyrimidin-7-one as a white solid (8.88 g, 79.6%). 
*H NMR 5 (400 MHz, CDCI3) 8.94 (s, IH), 7.25 (d, IH), 6.06-5.99 (m, IH), 2.98 (s, 
5 3H), 2.28-2.21 (m, 2H). 2.18-2.12 (m, 2H), 2.02-1.94 (m, 2H), 1.74-1.67 (m. 2H). 

EXAMPLE 17 

4-f6-r8-CvcloDentvl-6-fluoro-7-oxo-7.8Kiihydro-Dvridor23-dlpvrimid tn-9.-^^ 

PYndin-3>vl1-piperazine-l-carboxvlic acid tert-butvl ester 

8-Cyclopentyl-6-fluoro-2-methanesuifmyl-8H-pyrido[2,3-d]pyrimidin-7-one 

10 (2.0 g, 6.77 mmol, prepared accoring to Example 16) and 5 4-(6-Amino-pyridin-3-yl)- 
piperazine-l-carboxylic acid tert-butyl ester (6.0 g, 21 mmol) were added to toluene 
(8 ml) and heated to 98 °C for 18 hours. The mixture was filtered, washed with 
toluene and the soUd suspended in diethyl ether. The mixture was filtered and the 
solid was dissolved in chloroform, washed with 1 N citric acid, brine and dried over 

15 anhydrous magnesium sulfate. The crude product was triturated with diethyl ether 
and dried in vacuo to provide 4-[6-(8-cyclopentyl-6-fluoro-7-oxo-7,8-dihydro- 
pyrido[2,3-d]pyrimidin-2-ylanMuao)-pyridin-3-yl]-piperazine-l-cari30xylic acid tert- 
butyl ester as a soUd (0.88g, 25%). MS (APCI) M++1: Calc'd, 510.3, Found 510.2. 

EXAMPLE 18 

20 8-CvclQpentvl-6-fluoro-2-f5-piperazin-l-vl-Pvridin-2-vlamino)" 8H-Pvridor2.^^ 
d1pvrimidin-7-one hvdrochloride 

4-[6-(8<)yclopentyl-6-fluoro-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrinudin-2- 
ylamino)-pyridin-3-yl]-piperazine-l-carboxylic acid tert-butyl ester (0. 195g, 
0.38mmol) prepared as in Example 17, was dissolved in 1:1 chloroform / methanol (8 

25 ml), purged with anhydrous hydrogen chloride gas and stirred for 2.5 hours at room 
temperature. To the mixture was added diethyl ether (15 ml) giving a precipitate that 
was filtered, washed with ether and dried in vacuo to provide 8-cyclopentyl-6-fluoro- 
2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one 
hydrochloride as a yeUow solid (0.177 g, 88%). MS (APCI); M*+l: Calc, 410.46, 

30 Found, 410.3. Analyses for C2iH24N70- 1 .0 H2O-2.0HC1: Calc'd: C, 50.73; H, 5.75; 
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N, 19.46, a (ionic), 13.77; H20, 1.41. Found: Q 50.41; H, 5.64; N, 19.59; CI (ionic), 
14.16; H20, 3.60. 

EXAMPLE 19 

4-r6-r8-Cvclopentvl-6-methvl-7-oxo-7.8-dihvdro-Dvridor23-^^ 
5 pvridin-3-vn-piperazine-l- carboxvlic acid tert-butvl ester 

8-Cyclopentyl-6-methyl-2-methanesulfinyl-8H-pyrido[23-d]pyrinudin^ 
(1.0 g, 3.43 mmol) was added to 4-(6-aniino-pyridin-3-yl)-piperazine-l-carboxylic 
acid tert-butyl ester (1.91 g, 6.86 mmol) in toluene (5 ml). The mixture was heated to 
100 °C over 18 hours then treated with diethyl ether to produce a precipitate. This 
10 precipitate was collected by filtration then dried in vacuo to provide 4-[6-(8- 

cyclopentyl-6-methyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin-2-ylamino)-p^ 
3-yl]-piperazine-l-carboxylic acid tert-butyl ester as a yellow solid (0.411 g). MS 
(APCI) M'+l: Calc'd, 506.28, Found 506.2. 

EXAMPLE20 

15 8-Cvclopentvl-6-methvl-2-f5-DiDerazin-l-vl-Pvridin -2«>vlaminoV8H-Dvridor2,3- 
dlpvrimidin-7-one hydrochloride 

4.[6.(8-Cyclopentyl-6-methyl-7H3xo-7,8-dhydro-pyrido[2,3-d]pyrimito^ 
ylamino)-pyridin-3-yl]-piperazine-l-carboxylic acid tert-butyl ester (0.411g, 
0.813mmol), prepared as in Example 19, was dissolved in a 1:1 mixture of methanol / 

20 chloroform, purged with anhydrous hydrogen chloride gas. stirred for 2 hours at room 
tempraature and a solid precipitated by addition of diethyl ether. The suspension was 
fQteied and the residue dried in vacuo yielding 8-cyclopentyl-6-methyl-2-(5- 
piperazin-l-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyriniidin-7-one hydrochloride 
as a yellow solid (0.393.g). (APCI); M*+l:Calc'd, 406.50, Found, 406.2. Analyses 

25 for C22H27N70-2.85 H20-2.2HC1: Calc'd: C, 49.20; H, 6.55; N, 18.26, CI (ionic), 
14.52; H20, 9.56 

Found: C, 49.43; H, 6.32; N, 17.87; Q (ionic), 14.38 ; H20, 7.35 
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EXAMPLE 21 

4-r6-(«-rYclopentvl-6-isobutoxv-7-oxo-7,8-dihvdro-pvridor2J-^1pTO 
YlaTninn)-pvridin-3-vn-DiDerazine- l-caAoxvUc acid tert-butvl ester 

60% Sodium hydride in oil (0.182 g, 4.4 nunol) was washed with hexane and 
5 added to 2-methyl- 1 -propanol (10 ml). This mixture eff^vesced and.fonned a 

solution. To this solution ^vas added 4-[6-(8-cyclopentyl-6-fluoro-7-oxo-7,8-dihydro- 
pyrido[23Ki]pyriniidin-2-ylamino)-pyridin-3-yl]-piperazine-l-caiboxylic acid tert- 
butyl ester (0.225 g, 0.44mmol, prepared as m Example 17) and the mixture was 
heated at 95 for 72 hours. The solvents were evaporated, and the residue was 
10 dissolved m diethyl ether then filtered. The filtrate was evaporated to provide 4-[6-(8- 
cyclopentyl-64sobutoxy-7-<>xo-7,8-dihydro-pyrido[2,3-d]pyrunidin-^^ 
pyridin-3-yl]-piperazine-l-<jarboxylic acid tert-butyl ester as a crystalline solid (0.092 
g, 37%). MS (APCI) M'+l: Calc'd, 564.3. Found 564.3. 

EXAMPLE 22 

IS 8>CvcloDentvl-64sobutoxv-2-f5-oiDera2i n>l-v^pvridin-2-vlaniinoV8H^^ 
d1pvrimidin-7-one hydrochloride 

4-[6K8<^clopentyl-6-isobutoxy-7<>xo-7,8-dihydro-pyrido[23-d]pyriniidin- 
2-ylammo)-pyridin-3-yl]-piperazine-l-caiboxylic acid tert-butyl ester (0.067 g, 0.1 19 
mmpl) was dissolved m chloroform (5 ml), cooled to 0 ^C. This solution was purged 

20 with anhydrous hydrogen chloride gas and stoppered for 3 hours. Diethyl ether was 
added to the mixture giving a precipitate that was filtered and dried in vacuo to 
provide 8K:yclopentyl-6-isobutoxy-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H- 
pyrido[2,3-d]pyrimidin-7-one hydrochloride as a solid (0.056 g). MS (APCI); M*+l: 
Calc*d, 464.5, Found, 464.3. Analyses for C25H33N70r 1.0 H2O-2.0Ha: Calc'drC, 

25 54.15; H, 6.72; N, 17.68, CI (ionic), 12.78; H20, 3.25. Found: C, 54.18; H, 6.98; N, 
17.51; CI (ionic), 12.15; H20, 2.60. 
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EXAMPLE23 

4-f6-(6-Benzvl-8-cvclQpentvl-7-oxo-7,8-dihvdrQ-pvridor2 ^3-d1pvrimidin^ 

pvridin-B-vn-Diperazine-l-carboxvlic acid tert-butvl ester 

6-Benzyl-8-cyclopentyl-2-methanesulfinyl-8H-pyrido[23-d]pyriim 

5 (0.64 g, 1.74 mmol) and 4-(6-Amino-pyridin-3-yl)-piperazine-l-carboxylic acid tet- 
butyl ester (0.87 g, 2.96 mmol) in toluene (10 ml) were heated to 95 **C for 28 hours. 
The reaction mixture was allowed to cool then chromatographed on silica gel using a 
gradient of 20 to 50% ethyl acetate in hexane. The product-containing fractions were 
evaporated and the residue was triturated with acetonitrile to give a solid. This solid 

10 was collected by filtration and dried in vacuo to provide 4-[6-(6-benzyl-8- 
cyclopentyl-7-oxo-7,8-dihydb:o-pyrido[23-d]pyriniidin-2-ylamino)-pyridin-^ 
piperazme-l-carboxylic acid tert-butyl ester (0.201 g, 19.8%). MS (APCI) M^+1; 
Calc'd. 582.31. Found, 582.3. 



EXAMPLE 24 

15 6-Ben2vl-8-cvclopentvl-2-f5-pipera2in- l-vl-pvridin-2-vlaminoV8H>Pvridor2.^^ 

d1pvrimidm-7-one hydrochloride 

4-[6-(6-Benzyl-8-cyclopentyl-7-oxo-7,8-dihydro-pyrido[23-d]pyrimidm^ 
ylamino)-pyridin-3-yl]-piperazine-l-carboxylic acid tert-butyl ester (0.21 g, 0.36 
mmol) prepared as in Example 23, was dissolved in 1:1 chloroform:methanol (15 ml), 

20 purged with anhydrous hydrogen chloride gas and stoppered for 3 hours. The nuxture 
was poured into diethyl ether (50 ml) to give a precipitate which was filtered and 
dried in vacuo to provide 6-ben2yl-8-cyclopentyl-2-(5-piperazin-l-yl-pyridin-2- 
ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one hydrochloride (0.162 g). Analyses for 
C28H31N72-1.5 H2O.I.5HCI: Calc^d: C, 57.26; H, 6.09; N, 16.69, CI (ionic), 9.05; H2O, 

25 4.60. Found: C, 57.95; H. 6.23; N, 16.80; Q (ionic), 9.87; H20, 4.59. 

EXAMPLE 25 

6-Bromomethvl-8-cvclopentvl-2-methvlsulfanvl-8H-pvridor2 .3-d1pvrim idin-7-one 
8-Cyclopentyl-6-methyl"2-methylsulfanyl-8H-pyrido[2,3-d]pyrimidm-7-one 
(3.5 g, 12.7 mmol) and iV-bromosuccinimide (2.6 g, 14.6 mmol) in carbon 
30 tetrachloride (100 ml) were irradiated, with ultraviolet light allowing the temperature 



I 
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to reach 45 ""C over 3 hours. The mixture was filtered, washed with dilute sodium 
sulfite solution, then brine, and dried ov&c anhydrous magnesiiun sulfate. The cmde 
product was chromatographed on silica gel eluting with 1 : 1 ethyl acetaterhexane to 
provide 6-bromomethyl-8-cyclopentyl-2-methylsulfanyl-8H-pyrido[2,3Ki]py^ 
5 7-one as a crystalline solid yielding (1.46g, 32% yield), mp 103-105 °C. 

EXAMPLE26 

Acetic acid 8'CVclopentvl"2-methvlsulfanvl-7-oxo-7.8-dihvdr o-pvridor2.3" 

dlpvrimidin-6-vlmethvl ester 

6-Bromomethyl-8K:yclopentyl-2-methylsulfanyl-8H-pyrido[2,3Ki]pyrimid^^^ 
10 7-one ( 1 .33 g, 3.75 mmol), prepared as in Example 25, and silver acetate (1 .03 g, 6.2 

mmol) were added to glacial acetic acid (10 ml) and heated to 1 10 °C for 5 hours. 

The solvents then were evaporated at reduced pressure and the resulting residue was 

suspended in ethyl acetate and filtered. The solid obtained was recrystaUized from 

ethyl acetate to provide acetic acid 8-cyclopentyl-2-methylsulfanyl-7-oxo-7,8- 
.15 dihydro-pyrido[2,3-d]pyrimidin-6-ylmethyl ester as a solid (0.89 g, 71%). MS 

(APCI) M*+l; Calc'd 334.11, Found 334.2. 

EXAMPLE27 

Acetic acid 8>cvcloDentvl-2"methanesulfinvl-7-oxo-7,8-dihvdro-pvridor2.3- 
d1pvrimidin-6>vlmethvl ester 

20 Acetic acid 8-cyclopentyl-2-methylsulfanyl-7-oxo-7,8-dihydro-pyrido[23- 

d]pyrimidin-6-ylmethyl ester (0.85 g, 2.55 nunol), prepared as in Example 26, and 2- 
benzenesulfonyl-3-phenyl-oxaziridine (0.8 g, 3.06 mmol) were mbced in 
dichloromethane (20 ml) and stirred at room temperature for 5 hours. To this mixture 
was added diethyl ether giving a solid precipitate which was filtered and dried in 

25 vacuo to provide acetic acid 8-cyclopentyl-2-methanesulfinyl-7-oxo-7,8-dihydro- 
pyrido[2,3-d]pyrimidin-6-ylmethyl ester as a solid (0.81 g,(91%). MS (APCI) M^+1; 
Calc'd 350.41, Found 350.2. 
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EXAMPLE 28 

4-r6-f6-AcetQxvmethvl-8-ovclopentvl-7-Qxo-7. 8-dihvdro^^ 
vlaminQVpvridin-3- vn-t)iperazine-l-carboxvlic acid tert-butvl ester 

Acetic acid 8-cyclopentyl-2-methanesulfinyl-7-oxo-7,8-dihydro-pyrido[2,3- 
5 d]pyrimidin-6-ylmethyl ester (0.80 g, 2.29 mmol), prepared as in Example 27, and 4- 
(6-Amino-pyridin-3-yl)-piperazine-l-carboxylic acid tert-butyl ester (1.17 g, 4.20 
mmol) were added to toluene (8 ml), heated to 96 °C for 6 hours. The reaction 
mixture was allowed to cool, then filtered and the residue washed with toluene. The 
resulting solid was dried in vacuo then recrystallized from chloroform/diethyl ether to 
10 provide 4-[6-(6-acetoxymethyl-8-cyclopentyl-7-oxo-7,8-dihydro-pyrido[2,3- 

d]pyrimidin-2-ylamino)-pyridin-3-yl]-piperazine-l-carboxylic acid tert-butyl ester as 
a solid (0.213 g, 16.5%). MS (APCI) M'+l; Calc'd, 564.2, Found, 564.3. 

EXAMPLE 29 

8-(>clopentvl-6-hvdroxvmethvl-2-fS-piperazin-l-vl-pvridin-2-vIanndnoV 

15 pvridor2,3-d1pvrimidin-7-one hydrochloride 

4_[6-(6-Acetoxymethyl-'8-cyclopentyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyrinudin-2-ylannino)-pyridin-3-yl]-piperazine-l-carboxyUc acid tert-butyl ester 
(0.21 g ,0.36 mmol), prepared as in Example 28, was dissolved in 1:1 
chlorofonn:methanol (8 ml), and the solution was purged with anhydrous hydrogen 

20 chloride gas then allowed to stir for 3 hours at room temperature. This mixture was 
added to diethyl ether (50 ml) to give a solid which was collected by filtration, 
washed with diethyl ether, then dried in vacuo to provide 8-cyclopentyl-6- 
hydroxymethyl-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimic^^ 
one hydrochloride as a solid (0.17 g, 93%). MS (APCI); M^+1: Calc'd, 422.5, 
. 25 Found. 422.2. Analyses for C22H27N7O2-l.OH2O-2.OHCl: Calc'drC, 51.56; H. 6.10; 
N, 19.13, a (ionic), 13.84; H20, 3.51. Found: C, 51.13; H, 5.95; N, 19.05; Q (ionic), 
13.70; H20, 0.67. 
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EXAMPLE30 

24S-f4>tert-Butoxvcarbonvl-piDeraz in>l-vlVpvridin-2-vl^ 
methvl--7K)xo-7.8-dihvdro-pvridor23-d1Pvrim idme-6-carboxvlic acid ethvl ester 
A mixture of 6-bromo-8-cyclopentyl-5-methyl-2-methylsulfenyl-8H^ 

5 [2,3-d]pyriimdin-7-one (442 mg, 1 .25 mmol, prepared according to Example 9 in WO 
01/70741), Pd(0Ac)2 (312 mg, 1.4 mmol), bis(diphenylphosphinic)propane (400 mg, 
0.97 mmol) and //,A^diisopropylethylamine (1.1 g, 8.87 mmol) in EtOH (20 mL) was 
stilted under --600 PSI of CO and heated to 100 °C for 16 hours. The solution thus 
obtained was filtered and the filtrate was concentrated under reduced pressure to yield 

10 an orange oil, which was purified by chromatography (20% ethyl acetate/hexane) to 
give8-cyclopentyl-5-methyl-2-methylsulfanyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyrimidine-6-carboxylic acid ethyl ester as an oil (138 mg, 36% yield). M*+l: 
CalcM. 348.4, Found, 348.2. 

8-cyclopentyl-5-methyl-2-methylsulfanyl-7-oxo-7,8-dihydro-pyrido[2,3- 

15 d]pyrimidine-6-carboxylic acid ethyl ester (138 mg, 0.40 nmiol) was dissolved in 

CtkClz (6 mL) and 2-benzenesulfonyl-3-phenyl-oxaziridine (155 mg, 0.6 mmol) was 
added. The reaction mixture was stirred at room temperature for 18 hours then the 
solvent was removed under reduced pressure and the remaining' residue was purified 
by prepative TLC (50 % ethyl acetate/hexane). The more polar, product-containing, 

20 reaction was extracted into CH2CI2 and the solvent evaporated to provide 8- 
cyclopentyl-2-methanesulfinyl-5-methyl-7K)xo-7.8-dmydro-pyri^ 
6-carboxylic acid ethyl ester as a white solid (1 10 mg, 75.7%). M*+l: Calc'd. 364.4, 
Found 364,2, 

A solution of 8-cyclopentyl-2-methanesulfinyl-5-methyl-7-oxo-7,8-dihydro- 
25 pyrido[2,3-d]pyrimidine-6-carboxylic acid ethyl ester (1 10 mg, 0.30 mmol) and 4-(6- 
amino-pyridin-3yl)-pipera2ine-l-carboxylic acid tert-butyl ester (310 mg, 1.1 mmol) 
in toluene was heated at 100 °C for 10 hours and then cooled to room temperature. 
Diethyl ether was added to the reaction mixture and the product precipitated. Tim 
precipitate was collected by filtration and dried to provide 2-[5-(4-tert- 
30 butoxycarbonyl-pipera2in-l-yl)-pyridin-2-ylan[imo]-8-cyclopentyl-5-methyl-^ 
7,8-dihydro-pyrido[2,3-d]pyrimidine-6-carboxylic acid ethyl ester (50 mg, 29%). 
M*+l : Calc'd. 578.3, Found 578.4, 
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EXAMPLE 31 

8-cvdopentvl-5-metfavl-7-oxo-2-fS-pi perazin>1-vl>Pvrid^^ 
pvridQr2.3-d1pvrimidine-6-carboxvlic acid ethvl ester hydrochloride 

Anhydrous HCl gas was bubbled through a solution of 2-[5-(4-tert- 
5 butoxycarbonyl-piperazin-l-yl)-pyridin-2-ylamino]-8-cyclopentyI-5-mea^^ 
7,8-dihydro-pyrido[2,3-d]pyrimidine-6-carboxylic acid ethyl ester (50 mg, 0.086 
mmol, prepared as in Example 30) in CH2Ci2/EtOH at room temperature and the 
reaction was stirred for 24 h. Diethyl ether was added to the reaction mixture and a 
solid precipitated which was isolated and dried to 8-cyclopentyl-5-methyl-7-oxo-2-(5- 
10 piperazm-l-yl-pyridin-2-ylamino)-7,8-dihydro-pyrido[23-d]pyrimidine-6-carboxyU^ 
acid ethyl ester hydrochloride as a yellow solid (12 mg, 29%). mp 216-218 °C. 
IVT+l:. Calc'd. 478,6, Found 478.1. HPLC, retention time: 5.77 min. 



EXAMPLE 32 

4-f6-(6-Acetvl-8>cvclopentvl'7-oxQ-7.8-dihvdro-PVridor2J-d1pv Hmidin-2-y1a^ 

15 pvridin-3vll-piperazine"l-carboxvlic acid tert-butvl ester. 

Tributyl(l-ethoxyvinyl)tin (0.39 mL, 1.15 mmol) was added to a mixture of 4- 
[6-(6-bromo-8-cyclopentyl-7H)XO-7,8-dihydro-pyrido[2,3-d]pyrunidin-2^^ 
pyridm-3-yl]-piperazine-l-carboxylic acid tert-butyl ester (440 mg. 0.77 mmol), 
prepared as in Example 2, and tetrakis(triphenylphosphine)palladium(0) (88 mg, 

20 0.077 mmol) in toluene (5 mL). The reaction mixture was heated at 110 ®C for 1 hour 
then cooled to room temperature. The solid so formed was collected by filtration and 
washed with toluene, then dried to give 4-[6-(6-acetyl-8-cyclopentyl-7-oxo-7,8- 
dihydro-pyrido[2,3-d]pyrimidin-2-ylamino)-pyridin-3yl]-piperazme-l-carboxylicacid 
tert-butyl ester. M^+1: Calc'd. 534.6. Found 534.2. 

25 EXAMPLE 33 

. 6-Acetvl-8-cvclopentvl-2-f5-piperazin-l-vl-Pvridin-2-vIaniinoV8H-pvridor23- 
d1Pvrimidin-7-one hydrochloride 

Anhydrous HCl gas was bubbled through a solution of 4-[6-(6-acetyl-8- 
cyclopentyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin-2-ylamino)-pyridin-3yl]- 
30 piperazine-l-carboxylic acid tert-butyl ester (398 mg, 0.74 mmol, prepared as in 
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Example 32), in MeOH/CH2Cl2 (10 mUlO mL) at room temperature for - 5min. The 
reaction mixture was stirred overnight and then solvent was removed under reduced 
pressure; The remaining solid was triturated with hot ethyl acetate and dried to 
provide 6-acetyl-8-cyclopentyl-2-(5-piperazin4-yl-pyridin-2-ylaimno>^ 
5 pyrido[2.3-d]pyrimidin-7-one hydrochloride (329 mg, 76%). mp>300**C. Anal. 
Calc'd for C23HZ7N7O2.4.25 HCl: C, 46.94; H, 5.35; N, 16.66. Found: C, 46.77; H, 
5.33; N, 16.30. NT'+l: CalcM: 434.2, Found 434.2. 

EXAMFLE34 

4^r6-r6-Bromo-8-cvclopentvl-5-methvl-7-oxo-7.8-dihvdro-pvridor2 3-J]pvrimidin-2- 
10 ylaTninQVpvridin-3-vl1>piperazine-l-carboxvlic acid tert- butvl ester. 

A suspension of 6-bromo-8-cyclopentyl"2-methansulfinyl-5-methyl-8i/- 
pyrido[2,3-ti]pyrimidin-7-one (10.00 g, 0.027 mol, prepared as in Example 6 of WO 
01/707041 which is incorporated here by reference) and 10.37 g (0.0373 mol) of 4-(6- 
amino-pyiidin-3-yl)-piperazine-l-carboxylic acid tert-butyl ester in toluene (100 mL) 
15 was heated under nitrogen in an oil bath for 7 hours. Thin layer chromatography 
(Si02, 10% MeOH/DCM) indicated that both starting materials remained. The 
suspension was heated under reflux for a further 18 hours. The resulting suspension 
was cooled to room temperature and filtered to give 4-[6-(6-bromo-8-cyclopentyl-5- 
methyl-7-oxo-7.8-dihydro-pyrido[2,3-4]pyrimidin-2-ylaniino)-pyri 
20 piperazine-l-carboxyUc acid tert-butyl ester (5.93 g, 38%). mp >250 X. MS 
(APCI); M*+l: Calc'd, 584.2, Found, 584.2 

EXAMPLE 35 

4-{6-r8-Cvclopentvl-6-fl-ethoxv-vinvlV5-methvl-7K)XO -7.8-dihvdro-Dvridor^^^ 
/f] pyrimidin-2-vlamino1>Dvridin>3-vn-Diperazine-l-carb oxvlic acid tert-butvl ester. 

25 A suspension of 4-[6-(6-bromo-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydro- 

pyrido[2,3-d]pyrimidin-2-ylanuno)-pyridin-3-yl]-piperazine-l-K;arbo acid tert- 
butyl ester (5.93 g, 0.010 mol, prepared as in Example 34) 
tetrakis(triphenylphosphine)palladium(0) (1.40 g, 0.00121 mol), and tributyl(l- 
ethoxyvinyl)tin (5.32 mL, 0.0157 mol) in toluene (30 mL) was heated under reflux for 

30 3.5 hours. The mixture was cooled and filtered to give a solid. Purification of the 
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solid by silica gel chromatography using a gradient of 5-66% ethyl acetate/hexane 
over 15 minutes gave4-{6-[8-cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-7-oxo-7,8- 
dihydrp-pyrido[2,3^pyrin)idin-2-ylamino]-pyridin-3-yl}-piperazine-l-carboxyUc 

acid tert-biityl ester as a yellow foam (4.50 g, 78%). MS (APCI) M++1 ; Calc'd 
5 576.2, Found, 576.3. 

EXAMPLE 36 

^Ar«»t Yl-«-cvclopentvl-5-methvl-2- r5-piperazin-l-v1-pvridin-2-vlamino)-8g- 
pvridof2.3-^pvriniidin-7-one hydrochloride. 

Hydrogen chloride gas was bubbled into an ice-bath cooled solution of 4-{6- 

10 [8-cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3- 

<i]pyriimdin-2-ylamino]-pyridin-3-yl}-piparazine-l-caiboxylic acid trat-butyl ester 
(4.50 g, 0.00783 mol, prepared as in Example 35) in DCM (100 mL), "ITie resulting 
suspension was stoppered and stirred at room temperature overnight, thrai diluted with 
diethyl ether (200 mL). The solid was collected by filtration, washed with diethyl 

15 ether, and dried to give the hydrochloride salt of 6-acetyl-8-cyclopentyl-5-methyl-2- 
(5-piperaziri-l-yl-pyridin-2-ylamino)-8H-pyrido[2,3-<i]pyrimidin-7-one as a yellow 
solid (4.01 g, 92%). mp 200°C. HPLC, C18 reverse phase, 10-95% gradient of 
0.1%TFA/CH3CN in 0.1%TFAyH2O during 22 minutes: 99.0% at 11.04 minutes. 
MS (APCI); M^ +1: Calc'd, 448.2, Found, 448.3. Anal. Calc'd for C24H29N702-2.4 

20 H201.85HC1: C, 51.64; H, 6.44; N, 17.56, CI (total), 1 1.75. Found: C, 51.31; H. 
6.41; N, 17.20; CI (total), 12.1 1. 

EXAMPLE 37 

6- BTomo-8-cvclopentvl-5-methv1-2-rpvridin-2-vlaminoV8H -pvridor23-d1pvrimidin- 

7- one 

25 A mixture of 6-bromo-8-cyclopentyl-2-meaiane8ulfinyl-5-methyl-8H- 

pyrido[23-d]pyrimidin-7-one (370 mg, 1 mmpl, prepared as in Exanq)le 6 of WO 
01/707041 which is incorporated here by reference) and 2-aminopyridine(140 mg, 1.5 
mmol) in toluene (5 mL) was heated at 1 10 "C for 18 hours then cooled to room 
temperature. The solid formed was collected by filtration and washed with toluaie, 

30 then acetone, and dried in vacuo to give 6-bromo-8-cyclopentyl-5-methyl-2-(pyridin- 
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2-ylanuno)-8H-pyrido[23-d]pyriniidin-7-one as a beige soUd (22 mg, 30%). mp 
267~268*C. Anal. Calc'd. for Ci8Hi8BrN5O.0.33H2O: C, 53.22; H, 4.63;.N, 17..24. 
Found: C, 52.88; H, 4.38; N, 17.04. 

EXAMPLE 38 

5 fi-Bromo-8-cvclopentvI-2-rpvridin-2-vlan ^innV8H-Pvridor2.3-d1pvrinudin-7^^^ 

6-Bromo-8-cyclopentyl-2-methanesumnyl-8H-pyrido[23Hi]pyrimidin-7-one 

and 2-aniinopyridine were reacted according to the procedure outlined in Example 37 
to provide 6-bromo-8-cyclopentyl-2-(pyridin-2-ylamino>8H-pyrido[23-<ilpyriniidin- 
7-one in 37% yield, mp: 273-275 "C. Anal. Calc'd for CnHieBrNsO.O.lHzO: C, 
10 52.62; H. 4.21; N. 18.05. Found: C, 52.23; H. 4.10; N, 17.91. IVT+l: Calc'd: 386.05. 
Found 385.9. 

EXAMPLE39 

Rw>.vn1n |^ntvl-2-rnethv1sulfanvl-7-oxc>-7.8-dihvd m-pvridor2.3-d1Pvrimidine-6- 

carboxvlic acid ethvl ester 
15 To 4-cyclopentylamino-2-methylsulfanyl-pyrimidine-5-carboxylic acid ethyl 

ester (92 g. 8 nunol) in THE (80 mL) at -20 °C under nitrogen was added pyridine 
(2.6 mL, 32 mmol) followed by TiCl4 (1.75 mL, 16 mmol) in CH2CI2 (20 mL). The 
cold bath was removed and the reaction mixture was stirred at room temperature for 1 
h. The reaction was quenched with water (10 mL) then diluted with ether and washed 

20 three times with saturated aqueous ammonium chloride solution, then once with brine. 
Tte organic laya: was dried over anhydrous magnesium sulfate. Removal of the 
drying agents and evaporation of the solvait gave a yellow oil that was used without 
further purification. This oil was dissolved in dry DMF (150 mL) and treated with 
l,8-diazabicyclo[5.4.0]undec-7-ene (1 19 |iL, 0.8 mmol). The resulting solution was 

25 heated to 80 °C for 1 h then allowed to cool to room tenqjerature and diluted with 
ethyl acetate. This mixture was washed with water then with saturated aqueous 
ammonium chloride solution (3 times), then with brine. The organic layer was dried 
over anhydrous magnesium sulfate, then filtered and tiie solvents rranoved in vacuo to 
provide a brown oil which crystallized to give a yellow solid upon standing at room 

30 tempaature. This solid was collected by filtration and rinsed with ethyl acetiate then 
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dried in vacuo. The filtrate was concentrated and chromatographed on silica gel 
eluting with 20-50% ethyl acetate in hexanes to give additional product as a solid 
upon removal of the solvents. The two solids were combined to provide the desired 
product. 8-cyclopentyl-2-methylsulfanyl-7-oxo-7,8-dihydro-pyrido[23-d]py^ 
5 6-carboxylic acid ethyl ester (1.2 g.) in 42% over the two steps, NMR 8 (400 
MHz, CDQs) 8.64 (s. IH). 8.23 (s, IH), 5.90-5.99 (m, IH), 4.37 (q,. J = 1.8 Hz, 2H), 
2.60 (s. 3H), 2.27-2.35 (m, 2H), 2.02-2.10 (m. 2H), 1.81-1.89 (m, 2H), 1,63-1.70 (m, 
2H),1.37(t,J = 7Hz,3H). 

EXAMPLE 40 

10 8-Cvclopentvl-2-methanesulfmvl-7-oxo-7,8-dihvdro-pvrido r2.3-d1pvrimidine-6- 

carboxvlic acid ethvl ester 

8-Cyclopentyl-2-methylsulfanyI-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimddine- 

6-carboxylic acid ethyl ester (1.2 g, 3.6 nmiol) was dissolved in CH2CI2 (20 mL) and 
treated with 2-benzenesulfonyl-3-phenyl-oxaziridine (1.13 g, 4.32 mmol) at room 
15 temperature and stirred for 1 day. Following concentration under reduced pressure, 
the crude reaction mixture was chromatographed on silica gel eluting with ethyl 
acetate to give 8-cyclopentyl-2-methanesulfinyl-7-oxo-7,8-dihydro-pyrido[2,3-: 
d]pyrimidine-6-carboxylic acid ethyl ester as a white solid (0.85 g, 68%). MS 
(APCI); M^+1: Calc'd, 350.1, Found 350.0. 

EXAMPLE 41 

4-f6-Nitn>Pvridin-3>vlVpiperazine-l-carboxvlic acid tert-butvl ester 

5-Bromo-2-mtropyridine (203 g, 1.365 mol), tetra-n-butyl ammonium iodide 
(25.2 g, 0.068 mol), piperazine (152.8 g, 1.774 mol) and potassium carbonate (207.44 
g, 1.50 mol) were mixed in DMSO (2.6 L). The reaction mixture was warmed to 80 
"^C and exothermed to 100 ^C. The mixture was allowed to cool back to 80 °C and 
was maintained at this temperature overnight. After allowing to cool to room 
temperature the reaction mixture was poured into water (7 L) and the resulting solid 
was collected by filtration. This solid was triturated twice with dichloromethane (1 L 
each time). The aqueous mother liquor was extracted with chloroform (4 x 2 L) and 
the combined organic layers were washed with water (2 L) then brine (2 L). Re- 
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extraction of the mother Uquor with chlorofonn (3 x 2 L) was foUowed by a brine 
wash (1 5 L). The combined organic extracts were concentrated to provide an orange 
solid (490.46 g), which was used without further purification. This solid was 
dissolved in THF (2 L) and water (500 mL) and sodium bicarbonate (1 19.22 g, 1 .419 
mol) were added, followed by di-tert-butyl dicarbonate (262 g, 1.2 mol) portion-wise 
over 2.5 h such that the temperature did not rise above 26 "C. After 3 h the volatile 
materials were removed under reduced pressure and fte residue was diluted with 
water (1 L) and extracted with dichloromethane (3x1 L). Ihe organic layers were 
combmed and washed widi water (1 L). This water was then back-extracted with 
more dichloromethane (300 mL). The organic extracts woe combined and dried with 
magnesium sulfate, filtrared, and concentrated to afford a brown solid. This material 
was warmed in 2.0 L of ethyl acetate to 60 "C. While at 60 "C, the solids were 
removed by filtration to afford the product 4-(6-nitro-pyridin-3-yl)-piperaane-l- 
carboxylic acid tert-butyl esta- as an orange solid (190.93 g, 62%). 

EXAMPLE 42 

A-(fi-Amino-pvridin-3-vlVpiDerazine-l-carboxvlic acid ter t-butvl ester 

4-(6-Nitro-pyridin-3-yl)-piperazine-l-carboxylic acid tert-butyl ester (83 g, 
0.269 mol) in methanol (1.3 L) plus Raney Nickel (15 g, 50% slurry in water) were 
placed m a Parr shaker and hydrogenated at 50 psi of hydrogen for 5 h. The reaction 
mixture was filtered through a pad of celite and concentrated to a brown soUd. This 
material was triturated with diethyl etha: (120 mL) for 4 h. Heptane was added and 
the mixture was cooled to 0 °C for 45 min. The solid was collected by filtration and 
dried to afford the product 4-(6-ammo-pyridin-3-yl)-piperazine-l-carboxylic acid tert- 
butyl ester as a tan soUd (62.46 g, 83%). mp 130-132 °C. MS (ESI); M*"+l: Calc'd, 
279.2, Found 279. AnaL Calc'd for C14H22N4O3: C, 60.41; H, 7.97; N. 20.13. Found; 
C, 60.45; H,7.60tN, 19.87. 

EXAMPLE 43 

6-Bromo-8-cvclohexvl-2-methanesulfipv1-8H-PvridQ r2-3-dlpvrimidin-7-one 

8-Cyclohexyl-2-methylsulfanyl-8H-pyrido[2,3-d]pyrimidm-7-one (4 g, 14.5 
mmol) was dissolved in dimethyl formamide (100 mL) and to this solutirai was added 
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N-bromosuccinimide (3.9 g, 21.8 mmol) and benzoylperoxide (0.53 g. 2.2 mmol). 
The reaction mixture was stirred at room temperature for 3 days then diluted with 
ethyl acetate and washed with water then twice with saturated aqueous sodium 
bicarbonate solution. The organic layer was dried over magnesium sulfate, filtered 

5 and evaporated to give 6-bromo-8-cyclohexyl-2-methylsulfanyl-8H-pyrido[2,3-' 
d]pyrimidin-7-one a cream colored solid (8 g). This crude intermediate was 
ledissolved m CH2CI2 and treated with 2-benzenesulfonyl-3-phenyl-oxaziridine (3.78 
g, 14.5 mmol). The resulting solution was stirred at room temperature overnight then 
concentrated under reduced pressure and chromotographed on silica gel eluting with 

10 ethyl acetate. 6-Bromo-8-cyclohexyl-2-methanesulfinyl-8H-pyrido[23-d]pyrimidin- 
7-one was obtained as a colorless solid (3.72 g, 67%). NMR: 5(400 MHz, CDCI3) 
8.90 (s. IH), 8.13 (s, IH), 5.41 (br s, IH), 2.96 (s, 3H), 2.58-1.70 (m, 2H), 1.87 (br d, 
J = 13 Hz, 2H). 1.31-1.47 (m, 2H), 1.28 (t, J = 3 Hz. 2H). 

EXAMPLE44 

15 6>Bromo-8-cvclopentvl-2-methanesulfinvl-8H-pvridor2.3-d lpvrimidin-7-one 

8-Cyclopentyl-2-methylsulfanyl-8H-pyrido[2,3-d]pyrimidin-7-one (5 g, 19 
mmol) was suspended in dimethylformamide (80 mL) and treated with N- 
bromosuccinimide (5.1 g, 28.7 mmol) and benzoylperoxide (0.7 g, 2.87 mmol). After 
stirring at room temperature for 5 h. the reaction mixture was diluted with ethyl 

20 acetate and washed with water, saturated aqueous sodium bicarbonate solution and 
brine, then the organic layer was dried over magnesium sulfate. After filtration and 
removal of the solvent, the crude product was chromatographed on silica gel eluting 
with 20% ethyl acetate: 80% hexanes to give 6-bromo-8-cyclopentyl-2- 
methanesulfinyl-8H-pyrido[2,3-d]pyrimidin-7-one as a fluffy white solid (4.2 g, 

25 65%). ^H>n^: 5(400 MHz, 0X^3) 8.56 (s,lH), 7.98 (s,l^^ 

2.59 (s, 3H), 2.22-2.29 (m, 2H), 2.06-2.07 (m, 2H), 1.86-1.88 (m, 2H), 1.64-1.68 (m, 
2H). 
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EXAMPLE45 

8-Cvclopentvl-6-iodo-5-methvl*2-methvlsulfanvl-8H-pvridor23-d^ 

The sulfide, 8-cyclopentyl-5-methyl-2-methylsulfanyl-8H-pyridot2,3" 
d]pyrimidin-7-one (7.03 g, 25.51 mmol) and iodine (7.12 g, 28.06 mmol) were 
5 combined in dry dichloromethane (120 mL). The mixture was shielded from light and 
stined at room temperature for 27 minutes. Bis(trifluoroacetoxy)iodobenzene (13.16 
g, 30.61 mmol) was added in one portion and the reaction mixture was heated to 37 

for 2 h« then cooled to room temperature for 2 h. 50% Aqueous (w/v) sodium 
thiosulfate (1 14 mL) was added and the two phases were stirred for 30 minutes then 

10 separated. The aqueous phase was extracted with dichloromethane (50 mL) and the 
combined organic phases were washed with 50% aqueous (w/v) sodium thiosulfate 
(50 mL) and water (4x130 mL). The organic phase was dried, filtered and 
concentrated in vacuo to give crude product which was purified by chromatography 
(15% heptane/dichloromethane) to give 8-cyclopentyl-6-iodo-5-methyl-2- 

15 methylsulfanyl-8H-pyrido[2,3-d]pyriinidin-7-one (5.94 g, 58%) as a white solid. MS 
(ESI); M^+1: Calc*d, 401. Found 401. NMR 5 (300 MHz, CDQs) 8.91 (s, IH), 
6. 12-6.00 (m, IH), 2.70 (s, 3H), 2.62 (s. 3H). 2.30-2.24 (m, 2H), 2.15-2.08 (m, 2H). 
1.93-1.81 (m, 2H), 1.75-1.57 (m, 2H) 

EXAMPLE 46 

20 8-CVclopentvl-6-iodO"2"methanesulfinvl-5-methvl-8H-pvridor23-dlpvriniidin-7-one 
8-Cyclopentyl-6-iodo-5-methyl-2-methylsulfanyl-8H-pyrido[2,3-^]pyriniidin- 
7-one (1.51 g, 3.76 mmol) and 2-ben2enesulfonyl-3-phenyloxaziridine (0.98 g, 3.76 
mmol) were combined in dichloromethane (14 mL) and stirred at room temperature 
until no starting material remained. The solvent was removed in vacuo and the 

25 residue was purified by chromatogmphy (gradient 50% ethyl acetate in heptane to 

100% ethyl acetate) to provide 8-cyclopentyl-6-iodo-2-methanesulfinyl-5-methyl-8H- 
pyrido[2,3-d]pyrimidin-7-one (1.16 g, 74%) as a white solid. MS (ESI); M^+l: 
Calc'd, 418. Found 418. NMR 5 (300 MHz, CDCI3) 9.13 (s, IH), 6.14-6.02 (m, 
IH). 2.98 (s, 3H), 2.80 (s, 3H), 2.27-2.06 (m, 4H), 2.00-1.87 (m, 2H), 1.72-1.63 (m, 

30 2H). 
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EXAMPLE 47 

fi-Rmpin-R-cvclopentv1-2-methanesri finvl-8H-nvridor?,.^-d1nvrimid^^^ 

Prepared ftom 6-bromo-8-cyclopentyl-2-methylsiilfenyl-8H-pyrido[2,3- 
d3pyriniidin-7-one following the procedure described for 8-cyclopentyl-6-iodo-2- 
5 methanesulfinyl-5-methyl-8H-pyrido[2,3-d]pyrimidm-7-oiie. MS (APCI) Calc'd for 
Ci3Hi4BrN302S: 357, 355.0. Found: 358 (M+1), 356. NMR 5 (400 MHz, DMSO- 
de) 9.14 (s, IH), 8.63 (s, IH), 5.91-5.86 (m, IH), 2.89 (s, 3H), 2.15 (br s, 2H). 2.04 (hr 
s, 2H), 1.87-1.79 (m, 2H), 1.61-1.58 (m, 2H). 

EXAMPLE48 

10 6-Bmmo-8-cvclopentvl-2-methanesulfinvl-5-met hvl-8H-Pvridor2.3-dlDvrimidin-7- 
one 

" Prepared ftom 6-bromo-8-cyclopentyl-5-methyl-2-methylsulfanyl-8H- 
pyrido[2,3-d]pyiimidin-7-one following the procedure described for 8-cyclopentyl-6- 
iodo-2-methanesulfinyl-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one. MS (APCI) 
15 Calc'd for Ci4Hi6BrN302S: 371.01, 369.01. Found: 372.9 (M+1), 371.9. NMR 6 
(400 MHz, CDQs) 9.01 (s, IH). 6.06-5.97 (m, IH), 2.93 (s, 3H), 2.67 (s, 3H), 2.21- 
2.11 (m. 2H), 2.10-2.04 (m, 2H), 1.94-1.87 (m, 2H), 1.67-1.62 (m, 2H). 

EXAMPLE 49 

4-r6-f8-Cvclopentyl-6-iQdo-5-methvl-7-oxo- 7.8-dihvdro-pvridor2.3-dlnvrimidin-2- 

20 Y^""^'""^-pvridin-3-vn-piperazine-l-carboxvlic ac id tBrt-butvl estCT 

8-Cyclopentyl-6-iodo-2-methanesulfinyl-5-niethyl-8H-pyrido[2,3- 
d]pyrimidin-7-one (100 mg, 0.240 mmol) and 2-amino-4-tert-butoxycaibonyl- 
piperazinylpyridine (96 mg, 0.34 mmol) in anhydrous toluene (3 mL) were heated to 
1 10-120 °C in a sealed tabe for 42 h. The mixture was cooled to room temperature 

25 and diluted with dichloromethane (20 mL). This mixture was washed with water (10 
mL) and brine (10 mL) then dried over anhydrous sodium sulfate, decanted, and 
concentrated under reduced pressure to a solid, which was triturated with toluene to 
provide 4-[6-(8-cyclopentyl-6-iodo-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyrimidin-2-ylamino)-pyridin-3-yl]-piperazine-l-carboxylic acid tert-butyl ester (63 

30 mg, 41 %) as a yeUow-orange solid. MS (ESI); M*^+l : Calc'd, 632, Found 632. 'H 
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NMR 8 (300 MHz, CDCI3) 8.88 (s, IH), 8.73 (bs, IH), 8.19 (d, J = 9.1 Hz, IH), 8.08 . 
(d, J = 2.8 Hz, IH), 7.33 (dd. J = 3, 9.1 Hz, IH), 5.99 (pent. J = 8.7 Hz, IH). 3.64-3.60 
(m, 4H), 3.15-3.1 1 (m, 4H), 2.69 (s, 3H), 2.35-2.28 (m, 2H), 2.13-2.09 (m, 2H). 1.89- 
1.86 (m, 2H), 1.71-1.63 (m, 2H), 1.50 (s, 9H). 

5 EXAMPLE 50 

8-CvcIopentv^6-iodo-5■methvl-2-(5"piperazin-l■vl-pv^idin■^2-vlaminoV8H- 
pvridor23-d1pvrimidin-7-one 

4-[6-(8-cyclopentyl-6-ic)do-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyriimdin-2-ylaimno)-pyridin-3-yl]-piperazine-l-carboxylic acid tert-butyl ester (60 

10 mg, 0.096 mmol) and anhydrous dichloromethane (4 mL) under nitrogen were treated 
dropwise over 10 minutes with trifluoroacetic acid (0.4 mL, 5 mmol). After stirring 
for 2.6 h, the reaction mixture was concentrated under reduced pressure. The 
lesulting residue was dissolved in dichloromethane (2x2 mL) and concentrated under 
reduced pressure. The residue then was triturated with anhydrous ethyl ether (2x2 

15 mL) to give 63 mg of an orange solid. This solid was partitioned between 

dichloromethane and saturated aqueous sodium bicarbonate. Insoluble material was 
removed by filtration. The aqueous layer was extracted with dichloromethane (2x10 
mL) and the combined organic solutions were dried over sodium sulfate, decanted and 
concentrated under reduced pressure to a yellow residue, which was purified by 

20 chromatography (5% methanol in dichloromethane + 1% NH4OH) to give 8- ' 
cyclopentyl-6-iodo-5-methyl-2-(5-piperazin-l-yl-pyridin-2-ylanuno)-8H-pyrido[2,^ 
d]pyrimidin-7-one as a yellow solid (15 mg, 28%). Mp > 240 ^C. MS (ESI); M*+l: 
Calc'd, 532, Found 532. ^H NMR 5 (300 MHz, CDQa) 8.79 (s, IH), 8.16 d, J = 9.1 
Hz, IH), 8.02 (d, J = 2.8 Hz, IH), 7.84 (s, IH), 8.02 (d, J = 2.8 Hz, IH), 7.84 (s. IH), 

25 7.35-7.31 (m, IH), 5.99 (pent, J = 8.7 Hz, IH), 3.20-3.13 (m, 4H), 3.08-3.05 (m, 4H), 
2.69 (s, 3H), 2.34-2.25 (m, 2H), 2.11-2.02 (m, 2H), 1.89-1.86 (m, 2H), 1.71-1.63 (m, 
2H). 
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EXAMPLES! 

«4:vclopenWl-6-ethvl-244-hvdroxv-34J.6- tetrahvdro-2H-ri.3'TbiPVridinvl-6'- 

vlaminoV8H-pvridor2.3-d1pvriinidin-7-one 

8-Cyclopentyl-6-ethyl-2-methanesidfonyl-8H-pyrido[23-d]pyriinidm^^ 
(0.115 g, 0.47 mmpl) and 6'-aiiiino-3,4,5,6-tetrahydro-2H-[l,3']bipyridmyl-4-ol 
(0.1 17 g, 0.61 mmol) were combined in dry xylene and heated at 140 "C under 
nitrogen overnight. The crude reaction mixture then was allowed to cool and diluted 
with CH2CI2. A precipitate was collected by filtration and dried in vacuo to give 8- 
cyclopentyl-6-ethyl-2-(4-hydroxy-3,4,5,6-tetrahydro-2H-[l,31bipyridinyl-6'- 
yIamino)-8H-pyrido[2,3-d]pyrimidin-7-one (15 mg, 7%). MS (APCI); M*+l: Calc'd, 
435.2, Found 435.2. 

EXAMPLE52 

4-f6-r8-Cvc)f>pentvl-6-('2-ethQXV-ethoxv^-7-QXO-7.8- dihvdro-pvridor2.3-d1Pvrimidin- 
l-vlaTninol-pyridin-^-vll-piperazine-l-carboxvlic acid ter t-butvl ester 

8-Cyclopentyl-6-(2-ethoxy-ethoxy)-2-methanesulfinyl-8H-pyrido[2,3- 
d]pyrimidin-7-one (1.2 mL of a 0.46 M solution in toluene, 0.552 mmol) and 4-(6- 
amino-pyridin-3-yl)-piperazine-l-carboxylic acid tert-butyl esta: (0.307 g, 1.1 nunol) 
were combined in toluene under nitrogen and heated to 1 10 "C. After 4 h the toluraie 
was replaced by xylaies (1 mL) and heating was continued under reflux ovemigjit. 
After cooling to room temperature the crude reaction mixture was dissolved in 
CH2CI2 and washed with saturated aqueous ammonium chloride solution then with 
brine. The organic layer was dired (MgS04), filt«ed and ev^ated to dryness. 
Chromotagraphy on silica gel eluting with 5% CH3OH in CH2a2 followed by a 
second chromatogr^hy step eluting with ethyl acetate provided 4-{6-[8-cyclopentyl- 
6.(2-ethoxy-etiioxy)-7K>xo-7,8-dihydro-pyrido[2,3-d]pyriniidin-2-ylainino]-pyridin-3- 
yl}-piperazine-l-caiboxylic acid tert-butyl ester (70 mg, 22%) as a yellow solid. MS 
(APCI); M*+l: Calc'd, 580.32, Found 580.2. NMR: $(400 MHz, DMSO) 8.50 (s, 
IH), 8.26 (d, J = 9 Hz, IH), 7.94 (d. J = 3 Hz, IH), 7.39 (dd, J = 3. 9 Hz. IH), 6.78 (s, 
IH), 5.89-5.98 (m, IH), 4.15 (t, J = 5 Hz. 2H), 3.86 (t. J = 5 Hz, 2H), 3.56-3.62 (m, 
6H), 3.09 (br t, J = 5 Hz, 4H), 2.29-2.33 (m, 2H), 2.07-2.10 (m, 2H). 1.84-1.92 (m. 
2H). 1.63-1.69 (m. 2H), 1.47 (s, 9H), 1.22 (t, J = 7Hz. 3H). 
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EXAMPLE53 

8-Cvclopentvl-6-r2-ethoxv-ethoxvV2-r5-piperazin- l-vl-Dvridin-2-Yl^ 

pvridor2.3-d1pvriinidin-7-one 

4-{6-[8-Cyclopentyl-6-(2-ethoxy-ethoxy)-7-oxo-7,8-dihydro-pyrid 

5 d]pyriiiudin-2-ylamino]-pyridm-3-yl } -piperazine- l-carboxylic acid tert-butyl ester 
(70 mg, 0.12 mmol) was dissolved in CH2CI2 (2.5 mL) and 2 M HCl in ether (2.5 mL) 
was added. This mixture was stirred for 2 h at room temperature and a yellow 
precipitate formed. The solvents were removed under reduced pressure and the 
resulting solid was suspended in ether and collected by filtration then dried overnight 

10 in vacuo at 50 °C to give 8-cyclopentyl-6-(2-ethoxy-ethoxy)-2-(5-pipera2m-l-yl- 
pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one hydrochloride salt (30 mg, 
52%). MS (APCI);M^+l: Calc'd, 480.3, Found 480.4. Anal. Calc'd for C25H33N7O3 
2Ha 3.44 H2O: C, 48.87; H, 6.87; N. 15.96. Found; C, 48.48; H, 6.66; N, 15.66. 

EXAMPLE 54 

15 2-fS-rBis-f2-methoxv^thvlVaminol-pvridi n-2-vlaminol-6-biomo-8-^^^ 
Tnethvl>8H-Pvridor2.3-dlpvrimidin-7-one 

6-Bromo-8-cyclopentyl-2-methanesulfmyl-5-methyl-8H-pyrido[2,3- 
d]pyrimidm-7-one (0.4 g, 1.08 mmol) and N^,N^-Bis-(2-methoxy-ethyl)-pyridine-2,5- 
diamine (0^5 g, 2.2 mmol) were combined in toluene (3.5 mL) and heated to 1 10 ^C. 

20 After 5 h the reaction mixture was allowed to cool and the crade product was directly 
chromatographed on silica gel elutmg with a gradient of 25% to 100% ethyl acetate in 
hexanes to provide 2-{5-|>isK2-methoxy-ethyl)-amino]-pyridin-2-ylamino}-6-bromo- 
8<yclopentyl-5-methyl-8H-pyrido[2,3-d]pyriinidin-7-one (0.49 g, 85%) as an orange 
gum. mp 94-95 °C. MS (APCI);M*+1: Calc'd, 530.2, Found 530.1. Anal.Calc'd 

25 for C24H32N603Bri 0.13 H2O: C. 54.00; H, 5.90; N, 15.74. Found; C, 53.61; H, 5.68; 
N. 15.60. 
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EXAMPLE 55 

fwA<v^tvl-2-(5-n?is-f2-methnyv-ftthvlVam inn1-pvridin-2-vlaminot-8-cvcloDentv^^ 

methvl-8H-pvridor2.3-d ]pYriTnidin-7-one 

2-{5-|Bis-(2-methoxy-ethyl)-animo]-pyridin-2-ylamino}-6-biomo-8- 
cyclopentyl-5-inethyl-8H-pyrido[2.3-d]pyrimidin-7-one (0.4 g, 0.75 mmol), tributyl- 
(l-ethoxy-vinyl)-stannane (0.42 g, 1.175 mmol) and paUadium 
tetiakistriphenylphosphine (0.1 g, 0.09 mmol) were combined in Na-purged toluene 
(4 mL) and heated to 1 10 °C. After 2 h the reaction mixture was allowed to cool and 
solid 40% KF on alumina (0.2 g) was added. This mixture was diluted with toluene 
(15 mL) and mixed by swirling for 2 minutes. After filtering and removal of the 
solvents, the crude product was chromatographed on silica gel eluting with 50-65% 
ethyl acetate in hexanes to give an orange gum (0.298 g). This gum was dissolved in 
CH2a2 and washed with 10% KF in H2O, then brine and dried (MgS04). Following 
removal of the drying agent and evaporation of the solvent, the remaining material 
was dissolved in ethyl acetate (10 mL) and treated with 1 M HQ (aqueous). The 
resulting mixture was stirred vigorously for 1 h at room temperature. Sufficient 
CH2a2 was added to dissolve the precipitate that had formed and the organic solution 
was washed with saturated aqueous sodium bicarbonate solution. The aqueous layer 
was back extracted twice with CH2CI2 and the combined organic layers were dried 
(MgS04). Removal of the drying agent and evaporation of the solvent gave a foamy 
solid, which was dissolved in ethyl acetate (20 mL) and filtered then dUuted with an 
equal volume of hexanes and stored at 4 "C. The yellow crystals that formed woe 
collected by filtration and dried in vacuo to give 6-acetyl-2-{5-[bis-(2-methoxy- 
ethyl)-amino3-pyridin-2-ylamino}-8-cyclopMityl-5-mefliyl-8H-pyrido[2,3- 
d]pyiimidin-7-one(120mg,32%). Mp 138-138 "C. MS (APCI); Nf +1: Calc'd, 
494.3, Found 495.3. Anal. Calc'd for C26HJ4N6O4: C, 63.14; H, 6.93; N. 16.99. 
Found; C, 63.04; H, 6.77; N, 16.86. 
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EXAMPLE 56 

4-r6-(8-isoprQpvl-7-oxo-7>8-dihvdro-pvridor231 pvrimidin-2-vlaminoV 

piperazine-l-carboxvlic acid tert-butvl ester 

A mixture of 2-cWoro-84sopropyl-8H-pyrido[23-d]pyrinudm-7-one (338 mg, 
1.5 mmol) and 4-(6-amino-pyridin-3-yl)-piperazine-l-caiboxylic acid tert-butyl ester 
(460 mg, 2.0 mmol) in toluene (6 mL) was heated at 1 10 °C for -20 h and then cooled 
to room temperature. The solid was collected by filtration, washed with toluene, and 
dried. The sample was dissolved in CH2CI2 and purified by two preparative TLC 
plates (eluted in 10% MeOH/ CH2CI2). The band with R/ = 0.23 was extracted to 
give4-[6-(84sopropyl-7-oxo-7,8-dihydro-pyrido[2,3]pyrinMdin-2-ylaniin^^ 
yl]-piperazine-l-carboxylic acid tert-butyl ester as a yellow solid (180 mg, 26%). 
NMR 5(400 MHz, DMSO) 9.29( s, IH), 8.80 O^r. IH), 8.17-8.9 (m, 2H), 7.70 (d, J = 
2.5 Hz ,1H), 7.2 (d, J = 9.8 Hz. 1 H), 6.88 (d, J = 9.6 Hz 4H), 5.6-5.5 (m, IH), 
4.06(m, 1 H), 3.4-3.9 (m, 4H), 3.14 (d, J = 5.2 Hz , 2H), 2.98 (m, 4H), 1.52 (s, 3H), 
1.1.50 (s,3H), 1.38 (s,9H) 

EXAMPUB57 

84sQDropvl-2-f5-piDerazin-l-vl-Dvridin-2-vlaniinoV8H-Dvridor2 3-^^^ 

HQ gas was bubbled through a solution of 4-[6-(8-isopropyl-7-oxo-7,8- 
dihydro-pyrido[2,3]pyrimidin-2-ylainino)-pyridin-3-yl]-piperazine-l-ca^ 
tert-butyl ester (180 mg, 0.39 mmol) in CH2CI2 (5 mL) at room temperature. The light 
yellow solid formed was collected by filtration five hours later. The solid was 
hygroscopic so it was dissolved in MeOH and a few drops of water were added to the 
solution. The solvent was then removed under reduced pressure to generate a glass 
solid. The solid was washed with acetone and dried further to yield 8-isopn)pyl-2-(5- 
piperazin4-yl-pyridin-2-ylaniino)-8H-pyrido[2,3-d]pyriniidin-7-one hydrochloride 
salt (lOlmg, 66%). mp 237-240^ C. NMR 5(400 MHz, DMSO-d^) 9.38 (br s, 1 
H), 9.28 (s, 1 H), 8.88 (br s, 1 H), 8.14 (d, J = 9.5 Hz, 1 H), 8.07 (d, J = 9.0 Hz, 1 H), 
7.73 (s, 1 H), 7.23 (d, J = 9.5 Hz, 1 H), 6.85 (d, J = 9.5 Hz, 1 H), 5.57-5.01 (m, 1 H), 
3.23 (br s, 4 H). 3.17 (br s, 4 H), 1.49 (s, 3 H), 1.47(s, 3 H). 
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EXAMPLE 58 

4-f6-f8-cvclopentvl-7-oxox-7.8-dihhvdro-pvridor23-dlD vrimidin-2-v1aniinoVpvria 

■^-vll-piperazine-l-carboxvlic acid tert-butvl ester 

A mixture of 8-cyclopentyl-2-methanesdfmyl-8H-pyrido[23-lpyriinidine-7- 

5 one (416 mg, 1.5 mmol) and 4-(6-aniino-pyridm-3-yl)-piperazme-l-caiboxylic acid 
tert-butyl eSbsc (460 mg, 2.0 mmol) in toluene (6 mL) was heated at 1 10 "C for ~20 
hours then cooled to room temperature. The solid formed was collected by filtration, 
washed with toluene and dried to yield the desired product 4-[6-(8-cyclopentyl-7-oxo- 
7,8-dihhydro-pyrido[2,3-d]pyriniidin-2-ylamino)-pyridin-3-yI]-piperazine-l- 

10 carboxylic acid tert-butyl ester (143 mg.) in 19,4% yield. *H NMR ^400 MHz, 

DMSO) 9.97( s, IH), 8.72 (s, IH), 8.03 (d, J = 3.0 Hz, IH), 7.85 (m, IH), 7.74 (d, J = 
9.2 Hz, 1 H), 7.25 (m, IH), 6.31 (d, J = 9.3 Hz, IH). 5.80 (m, 1 H). 3.4 (m, 4H), 3.28 
(m, 4H), 2.47 (m, 2H), 1.9 (m, 2H), 1.87 (hr, 2H), 1.6-1.8 (br, 2H), 1.5-1.6 (m, 2H), 
1.39 (s, 9H). 

15 EXAMPLE 59 

8;CXcloEOTt3dz2H[5^ 
one 

A solution of 4-[6-(8-cyclopentyl-7-oxo-7,8-dilihydK>-pyrido[23-d]p 
2-ylainino)-pyridm-3-yl]-piperazine-l-carboxylic acid tert-butyl ester (143 mg, 0.29 
20 mMol) in OIiCh/MeOH (6 miyi.5 mL ) was treated with HCl gas at room 

temperature for -3 min. The solution was stirred at room temperature for ~6 hours 
then filtered to collect the solid. This solid was washed with CH2Cli2 and dried in 
vacuo to yield 8-cyclopentyl-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H-pyrido[2,3- 
d]pyrimidin-7-one hydrochloride salt (98 mg, 66%). mp 213-215 **C. Anal CalcM for 
25 C21H25N7O2.O HCl 2.5 H2O: C, 49.51; H, 5.90; N, 15.74; CI, 13.92. Found: C, 49.64; 
. H, 6.12; N, 19.23, a, 14.20. 
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EXAMPLE 60 

/L[f^^R-rvdQhexvl-7-oxo-7.8-dihhvdm-pvridQr23-d lPVriM^^ 

y1]-p i perazine-l-carboxvlic acid tert-butvl ester 

A mixture of 8-cyclohexyl-2-methanesufinyl-8H-pyrido[23-d]pyrirmdm^ 

5 one (430 mg, 1.47 mmol) and 4-(6-amino-pyridin-3-yl)-pipwazine-l-<:arboxyUc acid 
tert-butyl ester (556 mg, 2.43 mmol) in toluene (5 mL) was heated at 100 for 18 
hours. It was cooled to room temperature and the solid formed was collected and 
washed with toluene then dried to give 4-[6-(8-cyclohexyl-7-oxo-7.8-dihhydrof- 
pyrido[23-d]pyrimidin-2-ylamino)-pyridin-3-yl]-piperazine-l-carboxyUc acid tert- 

10 butyl ester (105mg, 14%). NMR § (400 MHz, DMSO) 10.02( s, IH), 8.70 (s, IH), 
8.04 (d, J = 3.0 Hz, IH). 7.72 (d, J = 9.2 Hz, IH), 7.44 (dd, J = 9.2, 3.1 Hz, 1 H), 6.28 
(m, IH), 3.60 (m, 4H), 3.08 (m, 4H), 1.6-1.8 (m, lOH), 1.39 (s, 9H). 

EXAMPLE 61 

«-cYclohexvl-2-f5-piperazin-l-vl-pvridin-2-v laniinoV8H-pvridor2.3-d1Pvrimi^^ 

15 sas 

HCl gas was bubbled through a solution of 4-[6-(8-cyclohexyl-7-oxo-7,8- 
dihhydro-pyrido[2,3-d]pyriniidin-2-ylaniino)-pyridin-3-yl]-pip^azm 
acid tert-butyl ester (105 mg, 0.21 mmol) in C3I2C12 (3 mL) at room temperature until 
a solid was formed. The mixture was stirred at room temperature for 6 hours and the 

20 solidformed was collected by filtration. Hie solid was hygroscopic. It was 

recrystalized from MeOH with addition of a few drops of water to yield 8-cyclohexyl- 
2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyriinidin-7-one 
hydrochloride salt (40 mg, 35%). mp: 228-230 ''C. Anal Calc'd for C22H27N7O'2.0 
HCr 3.5 H2O: C. 48.80; H, 6.70; N, 18.1 1; CI, 13.09. Found: C, 48.88; H, 6.39; N, 

25 17.95; CI, 12.88. 

EXAMPLE62 

8-cvclopropvl-2-methvlsulfinvl-8H-pvridor2.3 'dlDvrimidin-7-one 

A solution of 8-cyclopropyl-2-methylsulfanyl-8H-pyrido[2,3-d]pyrimidin-7- 
one (0.5 g, 2.1 mmol) and 2-benzenesulfonyl-3-phenyl-oxaziridine (0.84 g, 3.2 mmol) 
30 in CH2CI2 (5 mL) was stirred at room temperature for 20 hours. The white solid 
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fonned was collected by filtration and washed with hexane, then dried to give 8- 
cyclopropyl-2-methylsulfinyl-8H-pyrido[2,3-d]pyriimdin-7-one (0.388 g, 74%). 

NMR: 5(400 MHz, DMSO) 9.15 (s, IH), 8.0 (d, J = 9.5 Hz. IH). 6.74 (d, J = 9.5 Hz, 
1 H), 2.92( s, IH), 1.18-1.14( m, 2H), 0.83-0.79 (m, 2H). 

5 EXAMPLE63 

4-r6-f8-cvcloDropvl-7-oxo-7.8-dihhvdro-pvrido r2.3-d1pvriniidin-2-vlaminoVpvridin- 

3-vl1-piperazine-l-carboxvlic acid tert-butvl ester 

A mixture of 8-cyclopropyl-2-methylsulfinyl-iBH-pyrido[2,3-d]pyriniidin-7- 
one (388 mg, 1.56 mmol) and 4-(6-amino-pyridin-3-yl)-piperazine-l-carboxylic acid 

10 tert-butyl ester (462 mg, 2.0 mmol) in toluene (5 mL) was heated at 100 °C for 18 
hovirs. ft was cooled to room temperatmre and the solid was collected by filtration and 
washed with toluene and dried to give 4-[6-(8-cyclbpropyl-7-oxo-7,8-dihhydro- 
pyrido[2,3-d]pyrimidin-2-ylamino)-pyridin-3-yl]-piperazine-l-carboxylic acid tert- 
butyl ester (96mg, 13%). NMR 5(400 MHz, DMSO) 9.97 (s, IH). 8.67 (s, IH), 

15 8.39 (d. J = 9.3 Hz, IH). 8.0 (d, J = 2.95 Hz. 1 H), 7.71 (d, J = 9.3 Hz, IH). 6.28 (d. J 
= 9.3 Hz, IH), 3.42 (br, 4H). 3.05 (br, 4H0, 2.80 (m. IH). 1.37 (s, 9H). 1.20 (d. J = 
6.1Hz,2H).0.76(br,2H). 

EXAMPLE 64 

8-cvcloofOPvl-2-f5-pii»razin-l-vl-pvridin- 2-vlaminoV8H-pvridor2.3-d1pvrimidin-7- 
20 ^ 

HQ gas was bubbled through a solution of 4-[6-(8-cyclopropyl-7-oxo-7,8- 
dihhydro-pyrido[2,3-d]pyrimidin-2-ylainino>pyridin-3-yl]-piperazine-l-caiboxylic 
acid tert-butyl ester (96 mg, 0.21 mMol) in 01202 (5 mL) for a few minutes until 
solid was formed. Hie mixture was stirred at room tempCTature for 18 hours and the 
25 solid formed was collected by filtration and washed with CH2CI2 then dried in vacuo 
to give the desired product 8-cyclopropyl-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H- 
pyrido[2,3-d]pyrimidin-7-one as its hydrochloride salt (83 mg, 85%). mp >300°C. 
Anal Calc'd for C19H21N70. 2.1 HCl. 1.5 H20:C, 48.87; H. 5.63; N, 20.99. Found: C. 
49.23; H. 5,53; N. 20.68. 
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EXAMPLE65 

6- Bromo-8-cvcl0DentvN2-fDvridin>2.6>-vldiaminQV8H-Dvri dQr23^^ 

A mixture of 6-bromo-8<:yclopentyl-2-methanesulfinyl-8H-pyrido[2,3- 
d]pyriinidin-7-one (370 mg, 1.0 mmol) and 2,6-diaiiiinopyridine (164 mg, L5 nunol) 
5 in toluene (5 mL) was heated at 120 overnight The solid fonned upon cooling 
was collected by filtration, washed with toluene, then sonicated in hot methanol and 
dried to give the desired product 6-bromo-8-cyclopentyl-2-(pyridin-2,6-yldiainino)- 
8H-pyrido[2,3-d]pyrimidin-7-one (105 mg, 26%). mp > 30a'C. Anal Calc'd for 
CnHnNeOBr: C, 50.89; H, 4.27; N, 20.94, Found: C, 51.00; H, 4.20; N, 21.04. . 

10 EXAMPLE 66 

6^Bmmo-8-cvcloDentvl-5-methvl-2-fDvridin-2-vlaminoV 8H-Dvridor2,3-d1oviinii^ 

7- one 

A mixture of 6-bromo-8-cyclopentyl-2-methanesulfinyl-5-methyl-8H- 
pyrido[2,3-d]pyrimidin-7-one (370 mg, 1.0 nmxol) and 2, 6-diaminopyridine (163 mg, 

15 1.5 mmol) in toluene (5 mL) was heated at 120 overnight The solid formed upon 
coolmg was collected by fUtration, washed with toluene and sonicated in hot MeOH. 
After filtration the solid was dried further to give the desired product 2-(6-amino- 
pyridin-2-ylamino)-6-bromo-8-cyclopentyl-5-methyl-8H-pyrido[2,3Kl]pyrimi^^ 
one (39 mg, 9.3%). mp: >274.6'-276^C. Calc'd for CigHipBrNeO . 0.2 H2O: C, 

20 51.61; H, 4.67; N, 20.06. Found: C, 51.42; H, 4.44; N, 19.87. 

EXAMPLE 67 

8- Cvclopentvl>6-ethvl-2-methanesulfonvl-8H-pvridor2-3-d1pvrimidin-7-one 

To a cooled (0 °C, ice bath) solution of 8-cyclopentyl-6-ethyl-2- 
methylsulfanyl-8if-pyrido[2,3-d]pyrimidin-7-one (5.0 g, 17.28 mmol) in 

25 dichloromethane (25 mL) under nitrogen was added m-chloroperbenzoic acid 

(MCPBA) (7.4 g, 30.0 mmol). The cold bath was removed and the reaction mixture 
was stirred at RT for 3 h. The reaction mixture was poured into aq. NaHCOa 
(saturated solution, lOOmL) and extracted three times with dichloromethane (300 mL 
total). The organic layers were combined and dried over magnesium sulfate. Removal 

30 of the drying agents and evaporation of the solvent gave a dark orange oil which was 
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chromatographed on siUca gel eluting with an ethyl acetate/ dichloromethane gradient 
to give 8-cyclopentyl-6-ethyl-2-niethanesulfonyl-8H-pyrido[2,3-d]pyriimdin-7-o^^ as 
a white powdM. Recrystalization from dichloromethane/hexanes gave white needles 
(3.56 g, 11.1 mmol). mp 174-176 °C (uncorrected); ^HNMR ?(400 MHz, CDQa) 
5 8.87 (s. IH), 7.50 (s. IH). 5.98-5.89 (m. IH), 3.36 (s. 3H). 2.68 (q. 7=7.3 Hz. 2H), 
2.30-2.22 (m. 2H). 2.16-2.11 (m, IH), 1.97-1.89 (m. IH). 1.72-1.68 (m, IH). 1.26 (t, 
7=7.3 Hz, 3H); MS (APCI +) 322 (M + 1, 100). 

EXAMPLE 68 

R.r!YrJn pentvl-6-f2-ethnxv-ethoxvV2-methvlsul fanvl-8H-Pvridor2.3-d1pvrimidin-7- 
10 mig 

To a suspension of sodium hydride (45 mg, 1.1 mmol, 60% oil dispersion) in 
THF (10 mL), under nitrogen, was added 2-ethoxyethanol (1 13 mg, 1.25 mmol). The 
reaction mixture was stirred at RT for 30 min. To this mixture, 8-cyclopentyl-6- 
fluoro-2-methylsulfanyl-8H-pyiido[2,3-d]pyrimidin-7-one was added. The reaction 

15 mixture was then heated to reflux and stirred overnight. The cooled solution was 
quenched with water (25 mL) and extracted with ethyl acetate (50 mL). The organic 
layer was subsequently washed twice with aq. NHjQ (20 mL each) and brine (20 
mL). The organic layo- was dried over magnesium sulfate. Removal of the drying 
agente and evj^)oration of the solvent gave a yellow oil, which was chromatographed 

20 on silica gel eluted with an ethyl acetate/ hexane gradient to give 8-cyclopentyl-6-(2- 
ethoxy-ethoxy)-2-methylsulfanyl-8H-pyrido[2,3-d]pyrimidin-7-one as a clear oU (289 
mg, 0.83 mmol). 'H NMR §(400 MHz, CDQa) 8.52 (s, IH). 6.77 (s. IH), 6.04-5.95 
(m, IH), 4.16 (t. 7=4.0 Hz. 2H). 3.86 (t, 7=4.0 Hz, 2H), 3.58 (q, 7=8.0 Hz, 2H), 2.59 
(s, 3H), 2.34-2.25 (m, 2H), 2.13-2.03 (m, 2H). 1.91-1.82 (m, 2H), 1.71-1.60 (m, 2H), 

25 1.20 (t. 7=8.0 Hz, 3H); MS (APCI +) 350 (M+1). 

EXAMPLE 69 

«-r!Yrfn pentvl-6-f2-ethoxv-ethoxv)-2-methanesu lfinvl-8H-Pvridnr2.3-d1pvriniidin-7- 
one 

To a solution of 8-cyclopentyl-6-(2-ethoxy-ethoxy)-2-methylsulfanyl-8H- 
30 pyrido[2,3-d]pyrimidin-7-one (289 mg, 0.83 nmaol) in chloroform (5 mL) was added 
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2-benzaiesulfonyl-3-phenyl-oxaziridine (281 mg, 1.07 imnol). Tbe reaction mixture 
was stirred at RT overnight, under nitrogen. The solvents were removed and the crude 
product was chromatographed on silica gel, eluting with a 5?> methanol-ethyl 
acetate/hexane gradient to give 8-cyclopentyl-6-(2-ethoxy-etiioxy)-2-methanesulfinyl- 
5 8H-pyrido[2,3-d]pyrimidin-7-one as a clear oil (210 mg, 0.56 mmol). *H NMR 5(400 
MHz, CDdi) 8.84 (s, IH), 6.89 (s, IH), 6.06-5.98 (m, IH), 4.23 (t, /=4.0 Hz, 2H), 
3.89 (t, 7=4.0 Hz, 2H), 3.60 (q, 7=6.9 Hz. 2H). 2.95 (s, 3H), 2.28-2.19 (m. 2H), 2.15- 
2.10 (m, 2H). 1.97-1.88 (m, 2H), 1.71-1.64 (m. 2H), 1.21 (t, 7=6.9 Hz, 3H); MS 
(APCI+)350(M+1). 

10 EXAMPLE 70 

6-Bromo-8-cvclopentvl-5-methvl-2-rS-f4-methvl-Diperazin-l-vlVpY ridin-2-v1amino1- 

8H-pvridor2.3-d1pvrimidin-7-one 

6-Bromo-8-cyclopentyl-2-methanesulfinyl-5-methyl-8H-pyrido[2,3- 
d]pyiimidin-7-one (l.Og, 2.7mmol) and 5-(4-methyl-piperazin-l-yl)-pyridin-2- 

15 ylamine (1.48 g, 7.7 nunol) were combined in toluene (3.0 ml) under nitrogen. The 
reaction mixture was heated to reflux and stirred for 4 h. The reaction mixture was 
cooled to RT and filtered. The solids were washed witii additional toluene (25 ml 
total) and dried in vacuo to produce a yellow powder (338 mg, 0.78 mmol). mp 278- 
280 "C (dec.); MS (APCI +) 498, 500 (100); *H NMR 5(400 MHz, CDCI3) 10.71- 

20 10.64 (m, 2H), 9.01 (s, IH). 8.10-8.09 (m, IH), 7.89 (d, 7=0.10 Hz. IH), 7.52-7.30 
(m. IH). 5.97-5.89 (m. IH). 3.87-3.84 (m. 2H), 3.53-3.50 (m. 2H), 3.22-3.09 (m, 4H), 
2.83-2.82 (m, 3H), 2.60 (s, 3H), 2.21-2.15 (m. 2H), 1.94 (br. 2H), 1.81-1.78 (m. 2H). 
1.62-1.60 (M, 2H); Anal. Calc'd for C23H28BrN70i 3.00 H2O 1.65 HQ 0.60 C2H5OH: 
C, 43.70; H, 5.74; N. 14.74. Found; C, 43.76; H, 5.79; N, 14.39. 

25 EXAMPLE71 

8-CvcloDentvl-6-(l-ethoxv-vinvn-5-methvl-2-r5-f4-methvl -piperazin-l -vlVpvridin-2- 
vlaminol-8H-pvridor2.3-dlpvrimidin-7-one 

A 6-dram vial was charged with 6-bromo-8-cyclopentyl-5-methyl-2-[5-(4- 
methyl-piperazin-l-yl)-pyridin-2-ylianiino]-8H-py,rido[2,3-d]pyriniidin-7-one(266 
30 mg, 0.53 mmol) and tetrakis(triphenylphosphine) palladium(0) (6 1 mg, 0.053 mmol) 
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and the atmosphere replaced with argon. Toluene (5 ml) was added foUowed by 
tributyl-(l-ethoxy-vinyl)-staimane (289 mg, 0.80 mmol). The vial was heated to 110 
°C and stirred for 12 h. The reaction mixture was diluted with chloroform (25 ml) and 
adsorbed onto sUica gel. Chromatographic purification on silica gel (chloroform/2- 
5 propanol + 1%TEA gradient) gave the 8-cyclopentyl-6-(l-ethoxy-vinyl)-5-niethyl-2- 
[5<4-methyl-pipeiazin-l-yl)-pyridm-2-ylammo]-8H-pyridoI23-dlpyrimidin-7-one 

(237 mg. 0.48 mmol). MS (APCI+) 490 (M+1, 100). 

EXAMPLE 72 

fi-Arj»tvl-8-cvclopentv1-S-methvl-2-r5-r4-methvl- pipftraztn-l-vn-nvridin-2-vlaniino1- 

10 RH-pvridor2 ,^-H1pYriniidin-7-one 

To a solution of 8-cyclopentyl-6-(l -ethoxy-vinyl)-5-methyl-2-[5-(4-methyl- 
piperazin-l-yl)-pyridin-2-ylamino]-8H-pyrido[2.3-d]pyrimidin-7-one (237 mg, 0.48 
mmol) in chloroform (5 ml) was added hydrogen chloride (2 M ethereal solution, 2.0 
ml, 4.0 mmol). The reaction mixture was stirred at RT for 12 h. The solvents were 

15 evaporated and the residue was dissolved in ethanol. The ethanol was evaporated to 
give6-acetyl-8-cyclopentyl-5-methyl-2-[5-(4-methyl-piperazin-l-yl)-pyridin-2- 

ylamino]-8H-pyrido[2,3-d]pyriraidin-7-one (239 mg, 0.52 mmol). MS (APCI+) 462 

(M+1, 100); 'H NMR $(400 MHz, DMSOds) 10.83 (m, 2H), 9.00 (s, IH), 8.1 (m, IH), 

7.88-7.82 (m, 2H), 5.89-5.80 (m. IH), 3.88-3.85 (m, 2H). 3.54-3.51 (m, 2H), 3.23- 

20 3.11 (m. 4H), 2.83-2.82 (m, 3H). 2.43 (s, 3H), 2.34 (s, 3H). 2.23-2.11 (m, 2H), 1.93 

(br, 2H). 1.81-1.77 (m. 2H). 1.60-1.59 (m, 2H); Anal. Calc'd for C25H31N7O2, 2.70 

HCl, 1.05 C2H5OH: C, 53.50; H, 6.63; N, 16.12. Found: C, 53.45; H, 6.47; N, 15.85. 

EXAMPLE 73 

ri-^fi-rR-Cvclopentv1-6-fl-ethoxv-vinvn-5-meth vl-7-oxo-7.8-dihvdro-Pvridor2,3- 
25 dlDvriiiiidin-2-v1aininn1-pvridin-3-vn-pvrm lidin-3-vlVcartiamic acid tert-butyl ester 
A 6-dram vial was charged with { l-[6-(6-bromo-8-cyclopentyl-5-methyl-7- 
oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin-2-ylamino)-pyridin-3-yl]-pynoUdin-3-yl}- 
carbamic acid tert-butyl ester (379 mg, 0.65 mmol) and tetrakis(triphenylphosphine) 
palladium(0) (75 mg, 0.065 mmol) and the atmosphere replaced with aigon. Toluene 
30 (5 ml) was added followed by tributyl-(l-ethoxy-vinyl)-stannane (352 mg, 0.97 
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mmol). The vial was heated to 1 10 "C and stirred for 12 h. The reaction mixture was 
diluted with chloroform (25 ml) and adsorbed onto silica gel. Chromatographic 
purification on silica gel (chloroforni/2-propanol + 1%TEA gradiait) gave (l-{6-[8- 
cyclopentyl-6-(l<thoxy-vinyl)-5-methyl-7-oxo-73-dihydro-pyrido[23-dlpyrimidin- 
2-ylainino]-pyridin-3-yl}-pyrrolidin-3-yl)-carbamic acid tert-butyl ester as a yellow 
soUd (394 mg, 0.68 mmol). MS: (APa +) 576 (M+1. 100), 548. 

EXAMPLE 74 

6-Acetvl-2-r5-G-amino-Dvrrolidin-l-vl Vpvridin-2-v1aTninn1-R-cvelopentvl-5-methvl- 

RH-pvridor2.3-dlpvrimidin-7-one 

To a solution of (l-{6-[8-cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-7-oxo-7,8- 
dihydro-pyrido[2,3-d]pyrimidin-2-ylamino]-pyridin-3-yl}-pyrroUdin-3-yl)-caibamic 
acid tert-butyl ester (394 mg, 0.68 mmol) in chloroform (5 ml) was added hydrogen 
chloride (2 M ethereal solution, 2.0 ml, 4.0 mmol). The reaction mixture was stored at 
RT for 12 h. Hie solvents were evaporated and the residue was dissolved in ethanol. 
Theethanol was evaporated to give 6-acetyl-8-cyclopentyl-5-methyl-2-[5-(4-methyl- 
piperazin-l-yl)-pyridin-2-ylamino]-8H-pyrido[2,3-d]pyriniidin-7-one (239 mg, 0.52 
mmol). MS (APCI+) 487. 391, 279 (100); NMR $(400 MHz, DMSOje) 8.98 (s, 
IH), 8.34 (br, 2H), 7.78-7.73 (m, 2H). 7.51 (br, IH), 5.89-5.80 (m, IH), 3.98 (br. 2H). 
3.62-3.51 (m. 4H), 2.40-3.23 (m, 2H), 2.44 (s, 3H), 3.34 (s, 3H), 2.25-2.20 (m, 2H), 
2.16-2.13 (m. IH), 1.93 (br, 2H), 1.80-1.78 (m, 2H). 1.61-1.58 (m. 2H); Anal. Calc'd 
for Ca4H29N702, 2.10 HQ, 2.85 H20, 0.45 C2H5OH: C, 50.16; H, 6.68; N, 16.45; Cr, 
12.49. Found: C. 50.37; H, 6.90; N. 16.45; Q", 12.61. 

EXAMPLE 75 

6-Bromo-8-cvcloDentvl-2-f4-hvdroxv-3.4.^ -6-tetrahvdro-2H.ri.31biovridinvl-6'- 
vlaminoV5-methvl-8H-pvridor2.3-d 1pvrimidin-7-one 

6-Bromo-8-cyclopentyl-2-methanesulfinyl-5-methyl-8H-pyrido[2,3- 
d]pyrimidin-7-one (2.50 g, 6.76 mmol) and 6'-amino-3,4,5,6-tetrahydro-2H- 
[l,31bipyridinyl-4-61 (1.96 g, 10.13 mmol) were combined in toluene (10.0 ml) under 
nitrogen. The reaction mixture was heated to reflux and stirred for 4 h. Hie reaction 
mixture was cooled to RT and filtered. The solids wae washed with additional 
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toluene (75 mL total) and dried in vacuo to produce a yeUow powder (566 mg, 1.13 
mmol). MS (APCI+) 499, 501 (M+2, 100); 'H NMR §(400 MHz, DMSO-de) 10.06 (s. 
IH). 8.96 (s. IH), 8.04 (s. IH). 7.83 (d. /=9.3Hz, iH), 7.46 (d, J= 7.3Hz. IH), 5.93- 
5.89 (m, IH), 4.71 (s,lH), 3.65-3.60 (m. IH), 3.53-3.51 (m, 2H), 2.88-2.83 (m, 2H), 
2.57 (s, 3H), 2.18 (br, 2H), 1.90-1.81 (m, 5H), 1.59-1.48 (m. 3H); Anal. Calc'd for 
CjsHz/BnNfiOz, 0.45 H2O: C, 54.43; H, 5.54; N, 16.56. Found: C, 54.04; H. 5.23; N, 
16.33. 

EXAMPLE 76 

«-Cvclopentv1-6-fl-etboxv-vinvlV2-(4- hvdroxv-3.4.5.6-tetrahvdro-2H- 
ri.31bipvridinvl-6'-vlaminnV5-Triethvl-8 H-pvridor2.3-d1pvriTnidin-7-one 

A 6-dram vial was charged with 6-bromo-8-cyclopentyl-2-(4-hydroxy-3,4,5,6- 
tetrahydro-2H-[l,31bipyridinyl-6'-ylainino)-5-methyl-8H-pyridot2,3-d]pyrimidin-7- 
one (316 mg, 0.63 nmiol) and tetrakis(triphenylphosphine) paUadium(0) (72 mg, 
0.063 mmol) and the atmosphere replaced with argon. Toluene (5 mL) was added 
followed by tributyl-(l-ethoxy-vinyl)-stannane (343 mg, 0.95 mmol). The vial was 
heated to 1 10 "C and stirred for 12 h. The reaction mixture was diluted with 
chloroform (25 ml) and adsorbed onto silica gel. Chromatographic purification on 
silica gel (chloroform/2-propanol + 1%TEA gradient) gave the 6-bromo-8- 
cyclopentyl-2-(4-hydroxy-3,4,5,6-tetrahydK>-2H-[l,3']bipyridinyl-6'-ylamino)-5- 
methyl-8H-pyrido[2,3-d]pyrimidin-7-one (255 mg, 0.52 mmol). MS (APCI+) 463, 
491 (M+1, 100). 

EXAMPLE 77 

6-Acetvl-8-cvclnpentvl-2-f4-hvdroxv-3.4.S.6-tetrahvdrD -2H-ri.31biDvridinvl-6'- 
vlaminoV5-inethvl-8H-Pv ridor2.3-dlPvrimidin-7-one 

To a solution of 8-cyclopentyl-6-(l-cthoxy-vinyl)-2-(4-hydroxy-3,4,5,6- 
tetrahydro-2H-[131bipyridinyl-6'-ylamino)-5-methyl-8H-pyrido[2,3-d]pyrinudin-7- 
one (255 mg, 0.52 mmol) in chloroform (2 mL) was added hydrogen chloride (2 M 
ethereal solution, 5.0 mL, 10.0 mmol). The reaction mixture was stirred at RT for 12 
h. The solvents were evaporated and the residue was dissolved in ethanol. The 
ethanol was evaporated to give6-acetyl-8-cyclopentyl-2-(4-hydroxy-3,4,5,6- 
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tetrahydro-2H-[131bipyridinyl-6'-ylamino)-5-methyl-8H^^^ 
one (213 mg, 0,46 mmol). MS (APCI+) 463 (M+1, 100); ^HNMR §(400 MHz, 
DMS0-d6) 10-90 (br, IH), 9.07 (s, IH), 8.19 (s, IH), 7.91 (br, 2H), 5.91-5.89 (m, IH), 
3.77 (br, IH), 3.62 (br. 2H), 3.07 (br, 2H), 2.58 (s, 3H). 2.40 (s, 3H), 2.30 (br, 2H). 
5 1.98-1.86 (m, 5H), 1.65 (br. 4H); Anal. Calc'd for C25H30N6O3, 1.76 CsHgOi, 0.36 
CHCI3: C. 60.20; H. 7.33; N, 13;75. Found: C. 60.48; H, 6.97; N, 13.35. 

EXAMPLE 78 

4-[6-(6-Bromo-8-cvclQpentvl^5-methvl-7K)XO-7 -8-dihvdro-PViidor2.3-d1PVii^^^ 
. vlaininoVpvridin-3-vlVazepane-l-carboxvlic acid tert-butvl ester 

10 A solution of 4-(6-aimno-pyridin-3-yl)-azepane-l-caiboxylic acid tert-butyl 

ester (614mg, 2.10minol) in toluene (10 mL) was refluxed in a Dean-Stark apparatus 
for 3 h. The heat was removed and when the reflux subsided 6-bromo-8K:yclopentyl- 
2-methanesulfinyl-5-methyl-8H-pyrido[2,3-d]pyrimidm-7-one (700 mg, 1.89 mmol) 
was added. This mixture was refluxed for 12 h under N2. Succinic anhydride (500 

15 mg) was added and the reflux continued for 3 h. The reaction mixture was cooled and 
dissolved in ethyl acetate (100 ml) and the organic layer was washed with water (100 
mL total). The organic layer was dried over magnesium sulfate and the solvents 
evaporated. The crude product was subjected to chromatography on silica gel and 
eluted with a chlorofonn/2-propanol gradient to give 4-[6-(6-bromo-8-cyclopentyl-5- 

20 methyl-7-oxo-7.8-dihydro-pyrido[2,3-d]pyrimidin-2-ylamino)-pyridin-3-y^ 
1-caiboxylic acid tert-butyl ester as a yellow powder (414 mg, 0.82 mmol). MS 
(APCI+) 500, 600 (M+1, 100). 

EXAMPLE 79 

6^Bromo-8-cvdopentvl-.2-f5-ri.41diazepan-l-vl-p vridin-2-vlanupoV5-methvl^^^ 

25 pvridor23-d1pvrimidin-7-one 

Hydrogen chloride gas was bubbled through a solution of 4-[6-(6-bromo-8- 
cyclopentyl-5-methyl-7-oxo-7.8Kfihydro-pyrido[2,3-d]pyrimidin-2-ylamino)-p 
S-ylJ-azepane-l-carboxylic acid tert-butyl ester (80 mg, 0.13 mmol) in chloroform (5 
mL) for 30 min. The solvents were evaporated and the residue was titurated with 

30 ethanol (5 mL). 6-Bromo-8-cyclopentyl-2-(5-[l,4]diazepan-l-yl-pyridin-2-ylamino)- 
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5-inethyl-8H-pyiido[2,3-(i]pyriinidin-7-one hydrochloride salt was coUected as a 
yellow powder (44 mg, 0.089 mmol). MS (APa+) 499. 501 (M+2. 100); *H NMR 5 
(400 MHz, DMSO-de) 8.84 (s, 2H), 8.13 (s. IH). 7.66-7.64 (m, IH). 7.42-7.39 (m, 
IH). 5.86-5.82 (m,lH), 4.36 (s, IH). 3.81 (s. 2H). 3.60 (s, 2H). 3.16 (s. 2H). 2.09 (s, 
5 4H). 1.99 (s. 2H), 1.79 (br. 2H), 1.60 (s. 2H), 1.05 (s, 2H); Anal. Calc'd for 

C23H28BriN70i, 0.15 HCl, 2.55 C2H5OH. 0.45 CHCI3: C. 50.79; H. 6.55; N, 14.52. 
Found: C, 50.83; H, 5.69; N, 14.21. 

EXAMPLE 80 

4-{fi-fR-CvcloDentv1-6-n-ethoxv-vinvlV5-m ethvl-7-oxo-7.8-dihvdro-Dvridor2,3- 
10 <npvrimidin-2-vlaTninol-Pvr iHin-3-vl }-ri.41dia2epane-l-cart30xvlic acid tert-butyl 
ester 

A 6-dram vial was charged with 4-[6-(6-bromo-8-cyclopentyl-5-methyl-7- 
' oxo-7,8-dihydio-pyrido[2,3-d]pyriimdin-2-ylamino)-pyridin-3-yl]-azepane-l- 
carboxylic acid tert-butyl ester (123 mg, 0.25 mmol) and tetrakis(triphenylphosphine) • 
15 paUadium(0) (29 mg, 0.025 mmol) and the atmosphere replaced with argon. Toluene • -g 

(5 mL) was added followed by tributyl-(l-ethoxy-vinyl)-stannane (137 mg, 0.37 - 
mmol). The vial was heated to 1 10 °C and stirred for 12 h. Hie reaction mature was 

diluted with chloroform (25 mL) and adsorbed onto silica gel. Chromatographic - 
purification on silica gel (chloroform/ethyl acetate gradient) gave 4-{6-[8- a 
20 cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin- - it 

2-ylaniino]-pyridin-3-yl}-[l,4]diazepane-l-carboxylic acid tert-butyl ester as a yellow 
soUd (116 mg. 0.20 mmol). MS: (APa+) 125 (100), 490, 590 (M+l, 100), 624. 

EXAMPLE 81 

fi-Agetvl-8-cvclot>entvl^-(5-ri.41diazeDaP -1-vl-pvridin-2-vlaminoVS-methvl-8H- 

25 pvridor2.3-dlPvrimidin-7-one 

To a solution 4-{6-[8-cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-7-oxo-7.8- 
dihydro-pyrido[2,3-d]pyrimidin-2-ylamino]-pyridin-3-yl }-[l ,4]diazepane-l- 
caiboxyUc acid tert-butyl ester (116 mg, 0.20 mmol) in chloroform (5 mL) was added 
hydrogen chloride (2 M ethereal solution, 5.0 mL, 10.0 nmiol). The reaction mixture 

30 was stirred at RT for 12 h. The solvents were evaporated and the residue was 
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dissolved in ethanol. The ethanol was evaporated to give 6-acetyl-8-cyclopentyl-2-(5- 
[l,4]diazepan-l-yl-pyridin-2-ylainino)-5-methyl-8H-pyrido[2,3-d] 
hydrochloride salt (47 mg, 0.10 mmol). MS (APCI+) 432, 462 (M+1, 100); NMR 
§ (400 MHz. DMSO-ds) 9.19 (br. 2H), 8.99 (s, IH), 7.91 (s. IH), 7.78-7.75 (m. 2H), 
5 5.88-5.80 (m. IH). 3.80-3.77 (m, 3H), 3.25 (br, 3H). 3.16 (br, 2H), 2.44 (s, 3H), 2.34 
(s, 3H). 2.49-2.18 (m, 2H), 2.12-2.10 (m, 2H), 1.93 (br, 2H), 1.81-L78 (m. 2H), 1.61- 
1.58 (m, 2H); Anal. Calc'd for C25H3iN702, 2.80 HCl, 0.45 C3H8O2: C, 53.35; H. 
6.25; N, 16.25. Found: C, 52.96; H. 6.62; N, 15.95. 

EXAMPLE 82 

10 6-Acetvl-8-cvcloDentvl-5-methvl-2-(pvridin-2-vlaininoV8H-pvridor23'd1pvri^^ 
7-one 

6-Acetyl-2-ainino-8-cyclopentyl-5-methyl-8H-pyrido [2,3-d]pyrimidin-7-one 
(195 mg, 0.681 mmol) and sodium r^r^-butoxide (92 mg, 0.953 nraiol) were 
suspended in N2- purged toluene (5 mL). To this suspension was added 2-bromo 

15 pyridine (78 |iL), tris(dibenzylideneacetone)-dipalladium(0) (25 mg, 0.027 mmol) and 
BD^AP (34 mg, 0.054 mmol). The reaction vial was purged with argon and the 
reaction was heated at 70 °C overnight The reaction mixture was diluted with ether 
and methanol, filter^ through a pad of celite and concentrated under reduced 
pressure. Hie crude product was chromatographed on silica gel eluting with a 

20 gradient of 40% to 100% ethyl acetate in hexanes. 6-Acetyl-8-cyclopentyl-5-methyl- 
2-(pyridin-2-ylamino)-8H-pyrido[2,3-d]pyriniinin-7-one was obtained as a solid (40 
mg. 16%). NMR 5 (400 MHz, CDCI3) 8.84 (s, IH), 8.35-8.32 (m, 2H), 8.21 (bs, 
IH), 7.75-7.71 (m, IH), 7.03-7.01 (m, IH), 5.89-5.85 (m, IH), 2.54 (s, 3H), 2.37 (s, 
3H). 2.03-2.08 (m, 2H), 1.92-1.87 (m, 2H), 1.73-1.67 (m, 2H). MS (APCI) Calc'd for 

25 M+H: 363.2, Found: 364.1. Purity by HPLC = 92%. 

EXAMPLE 83 

4-r6-(8-Cvclopentvl-5-methvl-7-oxo-7.8-dihvdro-Dvridor23 -d1pvriniidin>2-vlaniinoV 
pvridin-3-vn-piperazine-l-carboxvlic acid tert-hutwl ester 

8-Cyclopentyl-2-methanesulfmyl-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one 
30 (0.40 g, 1.37 mmol) and 4-(6-amino-pyridin-3-yl)-piperazine-l-carboxylic acid tert- 
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butyl ester (0.497 g, 1.78 mmol) were heated to reflux in toluene (4 mL) for 16 hours. 
The reaction mixture was cooled to room temperature and the precipitate that formed 
was collected by filtration and washed on the funnel with toluene (3 x 10 mL) to give 
4-[6-(8K;yclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[2.3-d]pyi^ 
5 pyridin-3-yl]-piperazine-l-carboxylic acid ter/-butyl ester as a dark brown-gray solid 
(0.100 g, 16.2%). NMR 5 (400 MHz, DMSOndd) 9.92 (s, IH). 8.78 (s, IH). 8.02 
(d, J = 2.9 Hz, IH), 7.87 (d, J = 9.3 Hz, IH), 7.50 (dd, J = 2.9, 9.0 Hz, IH). 6.1S (s, 
IH), 5.77 (m. IH), 3.44 (m, 4H), 3.07 (m, 4H), 2.39 (s, 3H), 2.20 (m, 2H), 1.85 (m, 
2H), 1.71 (m, 2H), 1.55 (m, 2H), 1.39 (s, 9H). 

10 EXAMPLE 84 

8-C^^clopentvl-5-methvl-2-f5>-piperazin-4-vl-p\aidi n-2-vlaminoV8H-Pvridor2.3 
dlpvrimidin-7-one 

4-[6-(8-Cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin-2- 
ylamino)-pyridin-3-yl]-pipera2ine-l-carboxylic acid re/t-butyl ester (0.093 g, 0.184 
15 mmol) was dissolved in dichloromethane (3 mL) to which 2 N HCl in diethyl ether (2 
mL) was added and the resulting mixture was stirred for 2 days. Additional 2 N HCl 
was added and stirring was continued for 16 hours. The solvent was removed to give 
8-cyclopentyl-5-methyl-2-(5-piperazin-4-yl-pyridin-2-ylamino)-8H-pyrido[2,3- 

d]pyrimidin-7-one hydrochloride salt as a yellow solid (0.080 g, 90.9 %). NMR 5 
20 (400 MHz, DMSO-dd) 9.92 (s, 2H), 8.85 (s, IH), 8.02 (d, J = 2.9 Hz, IH), 7.91 (d, J = 
9.3 Hz, IH). 7.78 (d^ J = 9.3 Hz, IH), 6.33 (s, IH), 5.79 (m, IH), 3.40 (m, 4H), 3.22 
(m, 4H), 2.39 (s, 3H), 2.20 (m, 2H), 1.91 (m, 2H), 1.74 (m, 2H). 1.56 (m, 2H). 

EXAMPIJE 85 

2.2-Dimethvl-4-f6-nitro^pvridin-3-vlVpiperazine-l-carboxvlic ac id terT-butvl ester 
25 5-Bromo-2-nitropyridine (10.67 g, 52.6 mmol), tetra-n-butyl anraionium 

iodide (0.97 g, 02.63 nmiol), 2.2-dimethyl-piperazine (6,60 g, 57.8 nmiol) and 
potassium carbonate (8.00 g, 57.8 mmol) were mixed in DMSO (50 mL). The 
reaction mixture was warmed to 95 for 5 hours. The reaction mixture was poured 
onto ice chips (approximately 200 mL) then extracted with dichloromethane (6 x 75 
30 mL). The combined organics were dried over MgS04, the inorganic salts were 
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removed by filtration and the remaining solvents were concentrated to provide an 
orange solid. This solid was dissolved in dichloromethane (100 mL) to which 
triethylamine (10.65 g, 14.7 mL, 105 mmol) and di-tert-butyl dicarbonate (13.8 g, 
63.12 mmol) were added. After 16 hours, more di-rerf-butyl dicarbonate (3.8 g, 17.41 

5 mmol) was added and the niixture was brought to reflux for 3 hours. The reaction 
mixture was then cooled to room temperature and diluted with dichloromethane (100 
mL) and washed with water (1 x 100 mL). The organic layer was then dried over 
MgS04, filtered, and the solvent evaporated to yield 2,2-dimethyl-4-(6-nitro-pyridin- 
3.yl)-.piperazine-l-carboxylic acid tert-hutyl ester as an orange solid (14.91 g, 84.2 

10 %). NMR S (400 MHz, CDCI3) 8.17 (d, J = 9.3 Hz, IH), 7.97 (d. J = 2.9 Hz, IH). 
. 7.01 (dd, J = 2.9. 9.0 Hz, IH). 3.91 (m. 2H). 3.54 (m; 4H), 1.48 (s, 9H). 1.43 (s. 6H). 

EXAMPLE 86 

4>f6-Amino-pvridin-3-vn-2.2-dimethvl-piperazine-l-carboxvlic acid ferf-butvl ester 
2,2-Dimethyl-4-(6-nitro-pyridin-3-yl)-piperazine-l-carboxylic acid tert-hutyl 

15 ester (14.63 g, 43.5 mmol) was dissolved in THF (400 mL) to which Raney Nickel 
(6.8 g) was added. The reaction mixture was shaken under a hydrogen atmosphere 
(50 psi) for 4 hours. The catalyst was removed by filtration and the solvent 
evaporated to give 4-(6-amino-pyridin-3-yl)-2,2-dimethyl-piperazine-l-carboxylic 
acid tert-bixtyl ester as a purple solid (1 1.26 g, 84.5 %). NMR 5 (400 MHz, 

20 CDQa) 7.63 (d. J = 2.4 Hz. IH), 7.06 (dd. J = 2.9, 8.8 Hz, IH), 6.51 (d, J = 8.8 Hz, 
IH). 3.68 (m, 2H), 3.16 (m. 2H). 2.98 (s. 2H). 1.48 (s. 9H), 1.43 (s. 6H). 

EXAMPLE 87 

4-r6-f6-BrQmo-8-cvclot^ntvl-5-methvl-7-oxQ-7.8-dihvdro-Pvridor23 -d1pvrimidm-^^ 
vlaminQVpvridin-3-vll-2.2-dimethvl-piperazine>l-carboxvlic acid te/t -butvl ester 

25 6-Bromo-8-cyclopentyl-2-methanesulfinyl-5-methyl-8H-pyrido(2,3- 

d]pyrimidin-7-one (1.0 g, 2.70 mmol) and 4-(6-amino-pyridin-3-yl)-2,2-dimethyl- 
piperazine-l-carboxylic acid tert-hutyl ester (1.14 g, 3.73 nmiol) were heated to reflux 
in toluene (10 mL) for 16 hours. The reaction nuxture was cooled to room 
temperature and the precipitate that formed was collected by filtration and washed on 

30 the funnel with toluene (3 x 10 mL) to give 4-[6-(6-biomo-8-cyclopentyl-5-methyl-7- 



wo 03/062236 PCT/IB03/O0OS9 

-88- 

oxo-7,8-dihydro-pyrido[23-d]pyriinidin-2-ylanim 

piperazine-l-carboxylic acid tert-hntyl ester as a dark brown-gray solid (0.525 g, 31.8 
%). NMR 5 (400 MHz, DMSO-d^) 9.96 (s. IH). 8.91 (s, IH), 7.89 (d, J = 2.7 Hz, 
IH), 7.74 (d, J = 8.8 Hz, IH), 7.26 (dd, J = 3,2, 9.3 Hz, IH), 6.18 (s, IH), 5.86 (m, 
5 IH), 3.67 (m, 2H), 3.37 (m, 4H), 2.54 (s, 3H), 2.15 (m, 2H), 1.84 (m, 2H), 1.71 (m, 
2H), 1 .53 (m, 2H), 1.39 (s, 9H), 1.33 (s, 6H). 

EXAMPLE 88 

6-BrQmo-8-cvclopentvl-2-r5-G3-dimethvl-Diperazin-l>vl Vpvridin-2-vlaminoV5- 
Tneth vl-8H-pvridor23d1pvrimidin-7-one 

10 4-[6K6-Bronio-8-cyclopentyl-5--niethyl-7-oxo-7,8-dihydro-pyrido[2,3- 

d]pyriinidin-2-ylamino)-pyridin-3-yl]-2,2-dimethyl-piperazine-l-carboxy^ acid tert- 
butyl ester (0.051 g, 0.083 mmol) was dissolved in dichloromethane (3 mL) to which 
2 N HCl (2 mL) was added and the resulting mixture was stirred at room temperature 
for 2 hours. This mixture was concentrated and allowed to sit for 10 days, it was then 

15 dissolved in 2 N HCl (2 mL) and stirred at room temperature for 5 hours. The solvent 
was removed to give 6-bromo-8-cyclopentyl-2-[5-(3,3-dimethyl-piperazin-l-yl)- 
pyridin-2-ylamino]-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one hydrochloride salt as 
a yeUow solid (0.035 g, 71.4 %). ^H NMR 5 (400 MHz, DMSO-d^) 9.32 (s, 2H), 8.98 
(s, IH), 8.04 (d. J = 2.7 Hz. IH), 7.83 (d, J = 9.3 Hz. IH). 7.26 (m, IH). 5.89 (m, IH). 

20 3.34 (m, 2H), 3.23 (m. 4H), 2.58 (s, 3H), 2.14 (m, 2H), 1.91 (m, 2H), 1.77 (m, 2H), 
1.57 (m,2H), 1.38 (s,6H). 

EXAMPLE 89 

4-(6-r8-Cvclopentvl-6-fl^thoxv-vinvlV5-methvl-7-oxo- 7,8-dihvdro-Dvridor2.3- 
d1pvrimidin-2-vlamino1-Pvridin-3-vU-2.2>dimethvl-Dip erazine-l-carboxvlic acid tert- 

25 butvl ester 

4-[6-(6-Bromo-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyrimidin-2-ylandno)-pyridm'3-yl]-2.2-dimethyl-piperazine-l-caiboxylic acid tert- 
butyl ester (0.412 g, 0.673 mmol), tetrakis(triphenylphosphine)palladium (0.093 g, . 
0.081 mmol) and tributyl-(l-ethoxy-vinyl)-stannane (0.379 g, 1.05 mmol) were 
30 dissolved in toluene (3 mL) and slowly brought to reflux for 1 hour. The solvent was 
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evaporated and the solid was redissolved ia dichloromethane (8 mL) and purified by 
silica gel chromatography to give 4-{6-[8-cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-7- 
oxo-7,87dihydro-pyrido[2,3-d]pyrimidin-2-ylamino3-pyridin-3-yl}-2,2-dimethyl- 
piperazine-l-carboxylic add tert-butyl ester as a yellow solid (0.405 g, 99.0 %). H 
5 NMR 5 (400 MHz, CDQs) 8.73 (s, IH). 8.15 (d. J = 9.0 Hz, IH), 8.00 (s, IH). 7.85 
(d, J = 2.9 Hz, IH). 7.18 (m. IH), 5.90 (m. IH), 4.52 (d, J = 2.4 Hz, IH), 4.18 (d. J = 
2.4 Hz, IH), 3.93 (q. J = 7.1 Hz, 2H), 3.80 (m, 2H), 3.38 (m, 2H). 3.26 (s, 2H), 2.41 
(s, 3H), 2.35 (m, 2H), 2.06 (m, 2H), 1.85 (m, 2H), 1.64 (m, 2H), 1.49 (s, 9H), 1.45 (s, 
6H),1.36(t,J = 7.1Hz,3H). 

10 EXAMPLE 90 

6-Acetvl-8-cvclopentvl-2-r5-f3.3-dimethvl-piperazin-l-vl')-pvridin -2-vlamino1-5- 

methvl-8H-Dvridof2.3-d1Pvriinidin-7-one 

4- {6-[8-Cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-7-oxo-7,8-dihydro- 
pyrido[2,3-d]pyrinudin-2-ylamino]-pyridin-3-yl}-2,2-dimethyl-piperazine-l- 

15 caiboxylic acid tert-butyl ester (0.400 g, 0.663 mmol) was dissolved in ethyl acetate 
(10 mL) and 6 N HCl (10 mL) and stirred at room temperamre for 2 hours. The 
solvent was evaporated to give a yellow solid, which was dried in a vacuum oven for 
5 hours at 50 °C. The solid was triturated with EtOH (20 mL) and filtered to give 6- 
acetyl-8-cyclopentyl-2-[5-(3,3-dimethyl-piperazin-l-yl)-pyridin-2-ylamino]-5- 

20 methyl-8H-pyrido[2,3-d]pyrimidin-7-one hydrochloride salt as a yellow solid (0. 120 
g, 38.1 %). *H NMR 8 (400 MHz, DMSO-dtf) 9.15 (s. 2H), 8.93 (s. IH), 8.04 (d, J = 
3.2 Hz, IH). 7.82 (d, J = 9.1 Hz, IH), 7.64 (m, IH), 5.78 (m, IH), 3.31 (m, 2H), 3.24 
(m. 2H), 3.18 (s. 2H), 2.38 (s. 3H), 2.28 (s, 3H). 2.18 (m. 2H). 1.85 (m, 2H), 1.73 (m, 
2H), 1.54 (m. 2H), 1.35 (s, 6H). MS (APCI) Calc'd for M+H: 476.3. Found: 476.1. 

25 Anal. Calc'd for C26H33N7O2 4.38 HCl: C, 49.16; H, 5.93; N, 15.43. Found; C, 49.55; 
H, 6.80; N, 14.76. 

EXAMPLE91 

4-f6-Amino-pvridin-3-vD-2.6-dimethvl-piperazine-l-caiboxvlic acid tert-butvl ester 

5- Bromo-2-nitropyridine (10.81 g. 53.3 mmol), tetra-n-butyl ammonium 
30 iodide (0.98 g, 2.66 mmol), 2,6-dimethyl-piperazine (6.69 g. 58.6 mmol) and 
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I 

potassium carbonate (8.10 g, 58.6 mmol) were mixed in DMSO (50 mL). The 
reaction mixture was warmed to 80 °C for 4 hours by which time the reaction was 
complete by TLC analysis. The reaction mixture was diluted with dichloromethane 
and washed with water (3 x 75 mL). The combined organics were dried over MgS04, 

5 the inorganic salts were removed by filtration and the remaining solvents were 

concentrated to provide an orange solid. This solid was dissolved in dichloromethane 
(150 mL) to which triethylamine (10.8 g, 14.8 mL, 108 mmol) and di-rert-butyl 
dicarbonate (13.95 g, 63.9 mmol) were added. The reaction mixture was heated to 
reflux for 3 hours then cooled to room temperature and diluted with dichlqromethane 

10 (100 mL) and washed with water (1 x 100 mL). The organic layer was then dried 
over MgS04, filtered and the solvent evaporated to yield an orange solid. The orange 
solid was dissolved in THF (500 mL) to which Raney Nickel (9.23 g) was added. The 
reaction mixture was shaken under a hydrogen atmosphere (50 psi) for 4 hours. The 
catalyst was removed by filtration, and die solvent evaporated to give a crude purple 

15 solid. This solid was purified by chromatography eluting with ethyl acetate to give 4- 
(6-amino-pyridin-3-yl)-2,6-dimethyl-piperazine-l-carboxylic acid ferf-butyl ester as a 
purple solid (4.36 g, 26.7 %). NMR 6 (400 MHz, CDCI3) 7.72 (d, J = 2.4 Hz, IH), 
7.18 (dd, J = 2.9, 8.8 Hz, IH), 6.51 (d. J = 8.8 Hz, IH), 4.35 (s, 2H), 4.21 (m, 2H), 
3.08 (dd, J = 4.4, 11.7 Hz 2H), L48 (s, 9H), 1.35 (d, J = 6.8 Hz, 6H). 

20 EXAMPLE 92 

A.-f6-r6-BrQmo-8-^vcloDentvl-5-methvl-7-oxo-7.8>dihvdro- pvridor2.3-dlpvri™ 
Ylafnino )-pvridin-3-vll-2.6-dimethvl-Diperazine-l-carbox vlic acid ^erf-butvl ester 

6-Bromo-8-cyclopentyl-2-methanesulfinyl-5-methyl-8H-pyrido[2,3- 
d]pyrimidin-7-one (1.0 g, 2.70 mmol) and 4-(6-amino-pyridin-3-yl)-2,6-dunethyl- 

25 piperazine-l-carboxylic.acid tert-butyl ester (1.14 g, 3.73 mmol) were heated to reflux 
in tolu^e (10 mL) for 16 hours. The reaction mbcture was cooled to room 
temperature and the precipitate that formed was collected by filtration and washed on 
the funnel with toluene (3 x 10 mL) to give 4"[6-(6-bromo-8-cyclopentyl-5-methyl-7- 
oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin-2-ylamino)-pyridin-3-yl]-^^^ 

30 piperazin^l-carboxylic acid rm-butyl ester as a dark brown-gray solid (0.620 g, 37.6 
%). ^H NMR 8 (400 MHz, CDCI3) 8.79 (s, IH), 8.23 (d, J = 8.8 Hz, IH). 7.99 (d, J = 
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2.7 Hz. IH). 7.36 (dd. J = 2.7. 8.8 Hz, IH). 5.99 (m, IH). 4.28 (m, 2H), 3.30 (m. 2H), 
2.93 (dd. J =4.4, 11.7 Hz 2H). 2.61 (s, 3H), 2.30 (m. 2H), 2.11 (m. 2H), 1.89 (m, 2H). . 
1.68 (m, 2H), 1.49 (s, 9H), 1.38 (d, J = 6.8 Hz, 6H). 

EXAMPLE 93 

5 6-Rromo-8-cvclopenM-2-r5-f3.S-dimetb v1-piperazin-1-vlVpvridin-2-vlaniino1-5- 

Tnethvl-8H-pvridof2.3-d1Pvrimidin-7-one 

4-[6-(6-Bromo-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[2.3- 
d]pyrimidin-2-ylanuno)-pyridin-3-yl]-2,6-dimethyl-piperazin&-l-carboxylic acid tert- 
butyl ester (0.051 g, 0.083 mmol) was dissolved in dichloromethane (3 xnL) to which 

10 2 N HQ (2 mL) was added and the mixture was stirred at room temperature for 2 
hours. This mixture was concentrated and allowed to sit for 10 days, it was Obea 
dissolved in 2 N HCl (2 mL) and stirred at room temperature for 5 hours. The solvent 
was removed to give 6-bromo-8-cyclopentyl-2-[5-(3,5-dimethyl-pipera2in-l-yl)- 
pyridin-2-ylamino]-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one hydrochloride salt as 

15 a yeUow soUd (0.039 g, 71.4 %). NMR 5 (400 MHz, DMSO-dtf) 9.51 (m, IH), 
9.02 (m, IH), 8.98 (s, IH), 8.07 (s, IH), 7.83 (s, 2H), 5.90 (m, IH), 3.85 (d, J = 11.2 
Hz, 2H), 3.35 (m, 2H), 2.76 (dd, J = 12.0, 12.0 Hz 2H), 2.58 (s, 3H), 2.14 (m, 2H). 
1.92 (m, 2H), 1.77 (m, 2H), 1.58 (m, 2H), 1.28 (d, J = 6.4 Hz, 6H). 

EXAMPLE 94 

20 4-f6-r8-Cvclopentvl-6-fl-ethoxv-vmvn-S-methvl-7-ox o-7.8-dihvdro-Pvridor2.3- 
^]p Yp miHin- ?^-Ylaniino1-pvridin-3-vlU2.6-dime thvl-piperazir>e-l-carfaoxvhcad^ 

butyl ester 

4-[6-(6-Bromo-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3- 
d]pyrimidin-2-ylamino)-pyridm-3-yl]-2,6-dimethyl-piperazine-l-caiboxylic acid tert- 

25 butyl ester (0.450 g, 0.735 mmol), tetrakis(triphenylphosphine)palladium (0. 102 g, 
0.088 mmol) and tributyl-(l-ethoxy-vinyl)-stannane (0.414 g, 1.15 nunol) wwe 
dissolved in toluene (4 mL) and slowly brought to reflux for 2 hours. The solvent was 
evaporated and the solid redissolved in dichloromethane (8 mL). This solution was 
purified by silica gel chromatography to give 4-{6-[8-yclopentyl-6-(l-ethoxy-vinyl)- 

30 5-methyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin-2-ylamino]-pyridin-3-yl }-2,6- 
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dimethyl-piperazine-l-carboxyUc acid tert-butyl ester as a yellow soUd (0.275 g, 61.9 
%). >H NMR 5 (400 MHz, CDQa) 8.73 (s, IH). 8.20 (d. J = 9.0 Hz. IH), 8.06 (s. 
IH), 8.00 (d, J = 2.7 Hz, IH). 7.32 (dd. J = 2.7. 9.0 Hz, IH), 5.89 (m, IH), 4.51 (d, J = 
2.4 Hz. IH), 4.26 (m. 2H). 4.17 (d. J = 2.4 Hz. IH), 3.93 (q. J = 6.8 Hz, 2H). 3.28 (d, 
5 J = 11.7, 2H), 2.90 (dd, J = 4.2, 11.7 Hz, IH), 2.41 (s, 3H), 2.35 (m. 2H). 2.06 (m. 
2H), 1.85 (m, IS), 1.65 (m. 2H). 1.48 (s. 9H). 1.45 (s, 6H). 1.36 (m. 9H). 

EXAMPLE95 

6-Acetvl-8-cvclopentvl-2-r5-(3.5-dimethv l-piperazin-l-vn-Pvridin-2-vlaniino1-S- 

methvl-8H-Pvridor2.3-d1n vrimidin-7-one 

10 4.{6-[8-Cyclopeatyl-6-(l-ethoxy-vinyl)-5-methyl-7-oxo-7,8-dihydro- 
pyrido[2,3-d]pyrimidm-2-ylainmo]-pyridin-3-yl}-2,2-dunethyl-piperazine-l- 
carboxylic acid tert-butyl ester (0.250 g, 0.414 mmol) was dissolved in 
dichloromethane (3 mL) to which 2 N HCl in diethyl ether (3 mL) was added and the 
mixture was stirred at room temperature for 16 hours. The solvent was evaporated 

15 and the solid was dried in a vacuum oven for 24 hours at 50 °C to give 6-acetyl-8- 
cyclopentyl-2-[5-(3,5-dimethyl-piperazin-l-yl)-pyridin-2-ylamino]-5-methyl-8H- 
pyrido[2,3-d]pyrimidin-7-one hydrochloride salt as a yellow solid (0.120 g, 38.1 %). 
^H NMR 8 (400 MHz, DMSO-c/tf) 9.51 (m, 2H). 9.0 (m, IH), 8.97 (s. IH), 8.08 (d, J = 
2.7 Hz, IH), 7.84 (d, J = 9.3 Hz, IH), 7.78 (m, IH), 5.80 (m. IH), 3.35 (d, J = 11 .5 

20 Hz, 2H), 3.35 (m, 2H). 2.75 (dd, J = 12.2, 2H), 2.40 (s, 3H), 2.30 (s. 3H), 2.19 (m. 
2H). 1.88 (m. 2H). 1.76 (m. 2H). 1.57 (m. 2H). 1.29 (d, J = 6.6 Hz, 6H). MS (APCI); 
M*+l: Calc'd, 476.3. Found 476.1. Anal. Calc'd for C26H33N7O2 2.70 HQ. 0.10 
H2O: C, 54.23, H, 6.28, N. 17.03. Found: C. 54.60; H, 6.68; N, 16.57. 

EXAMPLE96 

25 4-f6-Nitro-pvridin-3-vlVmorpholine 

5-Biomo-2-nitropyridine (5.14 g, 25.3 mmol), tetra-n-butyl ammonium iodide 
(0.467 g, 1.27 mmol), morpholine (2.43 g, 27.9 mmol) and potassium carbonate (3;85 
g, 27.9 mmol) were mixed in DMSO (50 mL). The reaction mixture was wanned to 
80 "C for 15 hours. The reaction mixture was diluted with ethyl acetate and the solids 

30 removed by filtration. The organic filtrate was washed with water, thrai the solvent 
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evapoiated. The residue was then triturated with a dichloromethane/hexanes mixture 
to provide 4-(6-nitio-pyridin-3-yl)-morpholine as brown needles (2.90 g, 54.8 %). 
NMR 5 (400 MHz, CDCI3) 8.16 (m, IH), 7.97 (d, J = 2.9 Hz, IH), 7.15 (dd, J = 3.2, 
9.3 Hz. IH), 3.45 (m, 4H), 1.72 (m, 4H). 

5 ESAMPLE97 

5-Morpholin-4-vl-pvridin-2-vlamine 

4-(6-lSritro-pyridin-3-yl)-morpholine (2.86 g, 13.7 mmol) was dissolved in 
THF (100 mL) to which Raney Nickel (1.03 g) was added. The reaction niixture was 
shaken under a hydrogen atmosphere (50 psi) for 4.hours. The catalyst was removed 
10 by filtration and the solvent evaporated to give 5-morpholin-4-yl-pyiidin-2-ylamine as 
a purple solid (1.91 g, 78.0 %). 'H NMR 8 (400 MHz, CDCI3) 7.76 (d, J = 2.0 Hz, 
IH), 7.16 (dd, J = 2.7, 8.8 Hz, IH), 6.50 (d. J = 8.8 Hz, IH), 4.24 (s. 2H). 3.84 (m, 
4H), 3.16 (m, 4H), 3.01 (m, 4H). 

EXAMPLE 98 

IS fi-Rmmo-8^vcloDentvl-5-methvl-2-f5-mo rpholin-4-vl-t>Y'^Hin-2-vlaminQV8H. 

pvridor2.3-d 1pvrimidin-7-one 

6-Bromo-8-cyclopentyl-2-methanesulfinyl-5-methyl-8H-pyrido[23- 
d]pyrimidin-7-one (1.0 g, 2.70 mmol) and 5-morpholin-4-yl-pyridin-2-ylamine (0.668 
g, 3.73 mmol) were heated to reflux in toluene (10 mL) for 16 hours. The reaction 

20 mixture was cooled to room temperature and the precipitate that formed was collected 
by filtration and washed on the funnel with tolu«ie (3 x 10 mL). The solid obtained 
was refluxed in ethyl acetate (15 mL), cooled and filtered to give 6-bromo-8- 
cyclopentyl-5-methyl-2-(5-morpholin-4-yl-pyridin-2-ylamino)-8H-pyrido[23- 
d]pyrimidin-7-one as a dark brown-gray soUd (0.350 g, 26.7 %). 'H NMR 5 (400 

25 MHz, CDCI3) 8.78 (s, IH), 8.17 (d, J = 9.0 Hz, IH), 8.02 (d, J = 2.7 Hz, IH). 7.97 (s. 
IH). 7.32 (dd, J = 2.9, 9.0 Hz, IH), 5.99 (m, IH). 3.89 (m, 4H). 3.16 (m, 4H). 2.61 (s, 
3H), 2.30 (m, 2H), 2.10 (m, 2H), 1.88 (m. 2H), 1.68 (m, 2H). 
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R-CSyclnpentvl-6-fl-ethoxv-vinvlVS-methvl-2-r 5-momhoHn-4-vl-Dvridin-2-vlaminoV 

8H-pvridor2.3-d1pvrimidin-7-one 

6-Bix)mo-8-cyclopentyl-5-methyl-2K5-morpholm-4-yl-pyridm-2-ylaimno)- 

5 8H-pyrido[2,3-d]pyriinidin-7-one (0.290 g, 0.597 mmol), 

tetrakis(triphenylphosphine)paUadium (0.083 g, 0.072 mmol) and tributyl-(l-ethoxy- 
vinyl)-stannane (0.336 g, 0.932 mmol) were dissolved in toluene (4 mL) and slowly 
brought to reflux for 3 hours. The reaction mixtore was purified by silica gel 
chromatography to give 8-cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-2-(5-morpholin- 

10 4-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one as a yellow solid (0.1 10 g, 
38.6 %). NMR 5 (400 MHz, DMSO-ck) 8.95 (s, IH), 8.83 (s, IH), 8.02 (d, J = 2.9 
Hz, IH), 7.86 (d. J = 9.0 Hz, IH), 7.44 (dd, J = 3.2, 9.3 Hz, IH), 5.79 (m. IH), 4.42 
- (d, J = 2.0 Hz, IH), 4.01 (d, J = 2.0 Hz, IH), 3.79 (q. J = 6.8 Hz, 2H), 3.72 (m, 4H), 
3.09 (m, 4H), 2.34 (s, 3H), 2.17 (m. 2H), 1.85 (m, 2H), 1.71 (m, 2H), 1.55 (m, 2H), 

15 1.21 (m, 3H). 



EXAMPLE 100 

6-Acetvl-8-cvclopentvl-5-methvl-2-f5-moroholin-4 -vl"pvridm-^^^ 

pvridor23-<11pvrimidm--7-one 

8-Cyclopentyl-6-(i-ethoxy-vinyl)-5-methyl-2-(5-mor^^ 

20 ylainino)-8H-pyrido[23-d]pyrimidin-7-one (0.490 g, 1.03 mmol) was dissolved in 
dichloromethane (5 mL). 2 N HCl in diethyl ether (3 mL) was added and the 
resulting mixture was stirred at room temperature for 4 hours. Then, additional 2 N 
HCl in diethyl ether (2 mL) was added and the mixture was stirred for an additional 
12 hours. The reaction mixture was diluted with dichloromethane and aqueous 

25 NaHCOs. The layers were separated and the organic layer was dried over MgS04, 
filtered, and the solvent evaporated to give a yellow solid. The solid was 
recrystallized from a mixture of hexanes, ethyl acetate and dichloromethane to give 6- 
acetyl-8-cyclopentyl-5-methyl-2-(5-morpholin-4-yl-pyridin-2-ylaniino)-8H- 
pyrido[2,3-d]pyrimidin-7-one as a yellow solid (0.280 g, 60.7%). MS (APCI); M^+1: 

30 Calc'd, 449.2, Found 449.2. NMR 5 (400 MHz, DMSO-^/^) 8.79 (s. IH), 8.17 (d, J 
= 9.0 Hz, IH), 8.02 (d, J = 2.7 Hz, IH), 7.31 (dd, J = 2.9. 9.0 Hz, IH), 5.86 (m, IH), 
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3.88 (m, 4H). 3.15 (m, 4H). 2.54 (s. 3H), 2.36 (s. 3H), 2.32 (m, 2H). 2.05 (m. 2H). 
1.87 (m, 2H), 1.68 (m, 2H). 

EXAMPLE 101 

fi'-Nitro-3.4.5.6-tetrahvdro- ?-H-ri-3nbipvridinvl 

5 5-Bionio-2-mtropyridine (5.6 g, 27.6 mmol), tetra-n-butyl ammoniiim iodide 

(0.510 g, 1.38 mmol), piperidine (2.58 g, 30.3 mmol) and potassium carbonate (3.85 
g, 30.3 mmol) were mixed in DMSO (50 mL). The reaction mixture was warmed to 
80 "C for 4 hours. The reaction mixture was diluted with ethyl acetate and filtered. 
The volume was reduced to remove ethyl acetate, the ronaining solution was diluted 

10 with water (50 mL). A precipitate immediately formed and was collected by filtration 
and washed on the funnel with water to provide 6'-nitro-3,4,5,6-tetrahydro-2H- 
[l,3']bipyridinyl as an orange - brown solid (4.90 g, 85.7 %). 'H NMR 5 (400 MHz, 
CDCI3) 7.76 (s. IH). 7.15 (d, J = 7.3 Hz. IH), 6.49 (d, J = 8.5 Hz, IH). 3.84 (m, 5H), 
3.00 (m,4H), 2.60 (s, IH). 

15 EXAMPLE 102 

3.4.S.6-Tetrahvdro-2H-ri3'lbiPvridinvl-6'-vlamine 

6'-Nitro-3,4,5,6-tetrahydro-2H-[l,3'lbipyridinyl (4.69 g, 22.6 mmol) was 
dissolved in THF (100 mL) to which Raney Nickel (1 .08 g) was added. The reaction 
was shaken under a hydrogen atmosphere (50 psi) for 4 hours. The catalyst was 
20 removed by filtration and the solvent evaporated to give 3,4,5,6-tetrahydro-2H- 

[1 ,3']bipyridinyl-6'-ylamine as a purple solid (4.86 g, 85.7 %). *H NMR 5 (400 MHz, 
CDCI3) 7.76 (d, J = 2.4 Hz. IH), 7.19 (dd, J = 2.9, 8.8 Hz, IH), 6.47 (dd, J = 0.7, 8.8 
Hz, IH), 4.18 (s. 2H). 2.97 (m, 4H), 1.71 (m, 4H), 1.53 (m, 2H). 

EXAMPLE 103 

25 6-Bromo-8-cvclopentvl-5-methvl-2-f3.4.5.6-tetrabvdro-2H-ri.3 'lhipvridinvl-6'- 
vlamino')-8H-pvridor2.3-d1pvrimidin-7-one 

6-Bromo-8-cyclopentyl-2-methanesulfinyl-5-methyl-8H-pyrido[2.3- 
d]pyrimidin-7-one (1.0 g, 2.70 mmol) and 3,4.5,6-tetrahydro-2H-[l,3']bipyridinyl-6'- 
ylamine (0.668 g, 3.73 mmol) were heated to reflux in toluene (10 mL) for 16 hours. 
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The reaction mixture was cooled to room temperature and the precipitate that formed 
was collected by filtration and washed on the fonnel with toluene (3 x 10 mL) to give 
6-bromo-8-<:yclopentyl-5-methyl-2-(3,4,5,6-tetrahydro-2H-[l,3']bipyridinyl-6'- 
ylamino)-8H-pyrido[2,3-d]p5mmidin-7-one as a brown solid (0.358 g, 27.3 %). *H 
5 NMR 8 (400 MHz, CDCb) 8.79 (s, IH), 8.27 (s. IH), 8. 17 (d, J = 9.0 Hz, IH), 8.01 
(s, IH). 7.38 (d, J = 6.8 Hz, IH), 5.98 (m, IH), 3.1 (m. 4H), 2.60 (s, 3H). 2.30 (m, 
2H), 2.1 1 (m, 2H), 1.88 (m, 2H), 1.57 - 1.75 (m. 8H). 

EXAMPLE 104 

R-rvc]npentvl-6-fl-ethoxv-vinvn-5-methvl-2-r3.4.5.6-tet rahvdro-2H- 
10 r 1 .3'1bipvridinvl-6'-vlaminoV8H-PVridor2.3-dlpvrimidin-7-one 

6-Bromo-8-cyclopentyI-5-methyl-2-(5-moipholin-4-yl-pyridin-2-ylamino)- 
8H-pyrido[2,3-d]pyrimidin-7-one (0.310 g, 0.641 mmol), 

tetrakis(triphenylphosphine)palladium (0.089 g, 0.077 mmol) and tributyl-(l-ethoxy- 
vinyl)-stannane (0.361 g, 1.0 mmol) were dissolved in toluene (3 mL) and slowly 

15 brought to reflux for 2 hours. The reaction mbcture was allowed to cool, then purified 
by silica gel chromatography to give 8-cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-2- 
(3,4,5,6-tetrahyd«)-2H-[l,3']bipyridinyl-6'-ylamino)-8H-pyrido[2,3-d]pyrimidin-7- 
one as a yellow soUd (0.180 mg, 59.2 %). NMR 5wv (400 MHz, CDCI3) 8.73 (s, 
IH), 8.16 (d, J = 9.0 Hz. IH), 8.05 (s, IH), 8.01 (d, J = 2.9 Hz, IH), 7.36 (dd, J = 2.9. 

20 9.3 Hz, IH), 5.90 (m, IH), 4.52 (d, J = 2.4 Hz, IH), 4.18 (d. J = 2.2 Hz, IH), 3.93 (q, 
J = 7.1 Hz. 2H). 3.14 (m, 4H), 2.41 (s, 3H), 2.36 (m, 2H), 2.06 (m. 2H). 1.84 (m. 2H). 
1.56 - 1.77 (m, 8H), 1.21 (t, J = 7.1 Hz. 3H). 

EXAMPLE 105 

6-Acetvl-8-cvclopentvl-5-metfavl-2-f3.4.S.6-tetrahvdro-2H-ri.3'1bipvridinvl-6'- 

25 '<^aminoV8H-pvridor2.3-d1pvriinidin-7-one 

8-Cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-2-(3,4,5,6-tetrahydro-2H- 
[l,3']bipyridinyl-6'-ylamino)-8H-pyrido[2.3-d]pyrimidin-7-one (0.180 g, 0.379 mmol) 
was dissolved in ethyl acetate (10 mL) and 6 N HQ (10 mL) was added then the 
mixture was stirred at room temperature for 2 hours. The mixture was diluted with 

30 dichloromethane and aqueous NaHCOs. The layers were separated and the organic 
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layor was dried over MgS04, filtered, and the solvent evaporated to give 6-acetyl-8- 
cyclopentyl-5-methyl-2-(3A5,6-tetrahydro-2H-[l,3"]bipyridinyl-6'-ylainino)-8H- 

pyrido[2,3-d]pyrimidm-7-one as a yellow soUd (6.120 g, 71.0 %). *H NMR 8 (400 
MHz. CDCI3) 8.78 (s, IH), 8.20 (d, J = 8.5 Hz, IH). 7.95 (s, IH), 7.39 (m. IH). 5.85 
5 (m, IH), 3.15 (m, 4H). 2.53 (s, 3H). 2.36 (s, 3H). 2.33 (m, 2H). 2.05 (m, 2H). 1.87 (m, 
2H). 1.77-1.56 (m, 8H). MS (APCI); M*"+l: Calc'd, 447.2, Found 447.2. Anal. 
Calc'd for C25H30N6O2 0.35 HjO: C, 66.31; H, 6.83; N. 18.56. Found: C, 66.68; H, 
6.76; N, 18.07. 

EXAMPLE 106 

10 8-CvcloDentv1-6-f2-ethoxv-ethvl')-2-methvlsulfanvl-8H-pvridof 2.3-dlDvritnidin-7-one 
To a cooled (-78 °C) solution of 4-ethoxy-butyric acid ethyl ester (9.85 g, 
61.47 mmol) in THF (25 ml) was added lithium bis(trimethylsilyl)amide (77.0 ml, 
76.85 mmol, 1 M solution in THF). The reaction mixture was stirred for 10 minutes to 
form the anion. 4-Cyclopentylamino-2-methylsulfanyl-pyrimidine-5-carbaldehyde 

15 was then added and the reaction allowed to warm to RT and stirred overnight. The 
reaction mixture was quenched with 10% aqueous HCl (100 ml). The aqueous layer 
was extracted with ethylacetate (150 ml total) and the organic layers were combined 
and concentrated to give a yellow oil, Oiromatographic purification on silica gel 
(chloroform/ethyl acetate gradient) gave 8-cyclopentyl-6-(2-ethoxy-etiiyl)-2- 

20 methylsulfanyl-8H-pyrido[2,3-d]pyrimidin-7-one (3.22g, 9.65mmol). MS (APCI+) 
334 (M+1. 100); 'H NMR § (400 MHz. DMSO-ae) 8.54 (s, IH), 7.47-7.46 (m, IH). 
5.99-5.90 (m, IH), 3.69 (t, 7 = 6.25 Hz, 2H). 3.49 (q, 7 = 7.03 Hz, 2H), 2.84 (t, 7 = 
6.25 Hz, 2H), 2.59 (s, 3H), 2.34-2.29 (m, 2H), 2.08-2.02 (m. 2H). 1.88-1.83 (m. 2H), 
1.69-1.65 (m. 3H). 1.17 (t. 7= 7.04 Hz, 3H). 

25 EXAMPLE 107 

4-f6-r8-Cvclopentvl-6-f2-ethoxv-ethvn-7-oxo-7.8-dihvdro-p vridor2.3-<ilDvrinudin-2- 
vlaminol-pvridin-S-vll-piperazine-l-carboxvlic acid tert-butvl ester 

8-Cyclopentyl-6-(2-ethoxy-etiiyl)-2-methanesulfinyl-8H-pyrido[2,3- 
d]pyrimidin-7-one (1,0 g, 2.86 mmol) and 4-(6-amino-pyridin-3-yl)-piperazine-l- 
30 carboxylic acid tert-butyl ester (1 , 10 g, 3.95 mmol) were heated to reflux in toluene 
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(10 mL) for 16 hours. The mixture was cooled to room temperature and purified by 
silica gel chromatography to give 4-{6-[8-cyclopentyI-6-(2-ethoxy-ethyl)-7-oxo-7,8- 
dihydio-pyrido[23-d]pyrimidir»-2-ylamino]-pyridiri-3-yl}-piperazine-l-carboxylic 
acid tert-butyl ester as an orange solid (0.328 g, 20.4 %). *H NMR 8 (400 MHz, 
5 CDQa) 8.54 (s. IH). 8.26 (d. J = 9.0 Hz. IH), 7.98 (d, J = 2.9 Hz. IH), 7.45 (s, IH). 
7.38 (dd. J = 2.9. 9.3 Hz, IH). 5.90 (m, IH), 3.70 (t. J = 6.3. IH), 3.61 (m. 4H). 3.51 
(q, J = 7.1. IH). 3.11 (m. 4H). 2.84 (t. J = 5.9, IH). 2.33 (m, 2H), 2.08 (m. 2H). 1.87 
(m. 2H), 1.69 (m, 2H). 1.48 (s. 9H), 1.19 (t, J = 7.1. IH). 

EXAMPLE 108 

10 R-CvcloDentvl-6-f2-ethoxv-ethvlV2-f5-piperazin-l-v l-pvridin-2-vlainino)-8H- 
p ypdor2.3-d1Pvrinudin-7-one 

4- { 6-[8-Cyclopentyl-6-(2-ethoxy-ethyl)-7-cxo-7,8-dihydro-pyrido[2,3- 
d]pyrimidin-2-ylamino]-pyridin-3-yl}-piperazine-l-carboxylic acid tert-butyl ester 
(0.325 g, 0,577 mmol) was dissolved in dichloromethane (4 mL). 2 N HCl in diethyl 

15 ether (4 mL) was added and the mixture was stirred at room temperature for 18 hours. 
The solvent was evaporated to give 8-cyclopentyl-6-(2-ethoxy-ethyl)-2-(5-piperazin- 
l-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one hydrochloride salt as a 
yellow solid (0.292 g. 97.7 %). MS (APCI) Calc'd for M+H: 449.2. Found: 449.2. 
Anal. Calc'd for C25H33N7O2 2.6 HCl, 0.35 H2O: C. 52.26; H, 6.56; N, 16.88. Found: 

20 C, 52.01; H. 6.96; N, 16.88. 

EXAMPLE 109 

R-C:vclopentvl-6-f2-methoxv-ethoxvmethvl'>-2-met hvlsulfanvl-8H-pvridor2.3- 
d ]pvrimidin-7-one 

6-Bromomethyl-8-cyclopentyl-2-methylsulfanyl-8H-pyTido[2,3-d]pyrimidin- 
25 7-one (1 .33 g, 3.75 mmol) was dissolved in 2-methoxyethanol (10 mL) to which 
potassium carbonate (0.778 g, 5.63 mmol) was added and the mixture was stirred at 
room temperature for 2 hours. The reaction mixture was th«i filtered and the salts 
washed with ethyl acetate. The combined organics were evaporated to give 8- 
cyclopentyl-6-(2-methoxy-ethoxymethyl)-2-methylsulfanyl-8H-pyiido[2,3- 
30 d]pyrimidin-7-one as a waxy soUd (1 .00 g, 76.3 %). 'H NMR 5 (400 MHz. CDCI3) 
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8.60 (s, IH), 7.71 (t, J = 1.6 Hz, IH), 5.95 (m, IH). 4.52 (d. J = 1.6 Hz, IH), 3.76 (m, 
2H), 3.63 (m, 2H), 3.41 (s, 3H), 2.60 (s, 3H), 2.32 (m, 2H), 2.06 (m, 2H), 1.87 (m. 
2H), 1.68(in,2H). 

EXAMPLE 110 

5 R-rvclQDentvl-2-inethanesulfinvl-6-f2-ro ethoxv-ethoxvmethvlV8H-pvridor2.3- 
d1pvrimidin-7-one 

8-Cyclopentyl-6-(2-melhoxy-ethoxymethyl)-2-methylsulfenyl-8H-pyrido[2> 
d]pyriinidin-7-one (1.46 g, 4.18 mmol) and 2-benzaiesulfonyl-3-phenyl-oxaziridine 
(1.31 g, 5.01 mmol) were dissolved in dicUorometbane (10 mL) and stiiied at 

10 ambient temperature for 12 hours. The reaction mixture was then purified by silica 
gel chromatography to give 8-cyclopentyl-2-methanesulfinyl-6-(2-methoxy- 
ethoxymethyl)-8H-pyrido[2,3-d]pyrimidin-7-one as a white waxy solid (0.60 g, 39.3 
%). ^H NMR 5 (400 MHz, CDCI3) 8.94 (s, IH), 7.88 (t, J = 1.7 Hz, IH). 5.95 (m, 
IH), 4.52 (d, J = 1.7 Hz, IH), 3.80 (m, 2H), 3.65 (m, 2H), 3.43 (s, 3H), 2.98 (s, 3H), 

15 2.25 (m, 2H), 2.13 (m, 2H), 1.94 (m, 2H), 1,70 (m, 2H). 

EXAMPLE 111 

4-f6-r8-CvcIopentvl-6-r2-methoxv-ethoxvmefl1vn-7-oxo-7.8-di hvdro-pvridor2.3- 
H lpYriinidin-2-vlaminol-pvridin-3-vn-piperazine-l-carboxvlic acid terf-b utvl ester 
8-Cyclopentyl-2-methanesulfinyl-6-(2-methoxy-ethoxymethyl)-8H- 

20 pyiido[2,3-d]pyrimidin-7-one (1.0 g, 2.86 mmol) and 4-(6-amino-pyiidin-3-yl)- 

piperazine-l-carboxylic acid tert-hutyl ester (1.10 g, 3.95 mmol) were heated to reflux 
in toluene (10 mL) for 16 hours. The reaction mixture was cooled to room 
teDipa^ture and purified by silica gel chromatography to give 4-{6-[8-cyclopentyl-6- 
(2-medioxy-ethoxymethyl)-7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin-2-ylamino]- 

25 pyridin-3-yl}-pipMazine-l-carboxylic acid tert-butyl ester as a yellow solid (0.140 g, 
14.7 %). 'H NMR 6 (400 MHz, CDCI3) 8.60 (s, IH), 8.34 (m, IH), 7.95 (s, IH), 7.69 
(t, J = 1.4 Hz, IH), 7.42 (m, IH), 5.91 (m, IH), 4.53 (d, J = 1.2 Hz. IH). 3.78 (m, IH). 
3.63 (m, 6H), 3.43 (s, 3H). 3.11 (m, 4H), 2.35 (m, 2H). 2.08 (m, 2H). 1.88 (m, 2H). 
1.69 (m,2H), 1.48 (s,9H). 
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EXAMPLE 112 

8-Cvclopentvl-6-f2-methoxv-ethoxvmethvlV2-f5-piperazin-l-vl-pTO 
8H-pvridor2.3-d1Pvrimidin-7-one 

4-{6-[8-Cyclopentyl-6-(2-methoxy-ethoxymethyl)-7-oxo-7,8-dihydn)- 
5 pyiido[23-Ki]pyriimdin-2-ylamino]-pyridin-3-yl}-pi^^ acid tert- 

butyl ester (0.140 g, 0.242 mmol) was dissolved in dichloromethane (2 mL). 2 N HCl 
in diethyl ether (2 mL) was added and the reaction mixture was stirred at room 
temperature for 18 hours. The solvent was evaporated to give 8-cyclopentyl-6-(2- 
methoxy-ethoxymethyl)-2-(5-pipera2in-l-yl-pyridin-2-ylanuno)-8H-pyrido[2,3- 
10 d]pyrimidin-7-one hydrochloride salt as a yellow solid (0.1 16 g, 85.9 %). MS 

(APCI); : Calc'd, 480.3, Found 480.2. Anal. Calc'd for C25H33N7O2 2.16 HQ: 
C, 53.78; H, 6.35; N, 17.56. Found; C. 54.03; H, 6.64; N. 17.17. 

EXAMPLE 113 

8-Ch(clopenM"6-ethoxvmethvl-2-methvlsulfanvl-8H-pvridor2.3-dlpvrimidin-7-one 
15 3-Ethoxy-propionic acid ethyl ester (12.3 1 g, 84.2 mmol) was dissolved in 

tetrahydrofiiran (40 mL) to which LiHMDS (89 mL, 88.9 mmol, 1.0 M in THF) was 
slowly added. 4-Cyclopentylamino-2-methylsulfanyl-pyrimidine-5-carbaldehyde 
(10.0 g, 42.2 mmol) was then added neat and the reaction mixture was stirred at 
ambient temperature for 17 hours then brought to reflux for 7 hours. The reaction 
20 mixture was diluted With ethyl acetate and water, the layers separated, the organic 
layer dried over MgS04 and the solvent evaporated to give a crude oil. The crude 
product was dissolved in ethyl acetate and diluted with hexanes to give a precipitate, 
which was collected by filtration to give 8-cyclopentyl-6-ethoxymethyl-2- 
methylsulfanyl-8H-pyrido[2,3-d]pyrimidin-7-one as an off-white solid (4.70 g, 
. 25 34.9%). NMR 8 (400 MHz. CDCI3) 8.47 (s, IH), 7.52 (t, J = 1.5 Hz, IH), 5.82 

(m, IH), 4.32 (d, J = 1.7 Hz, IH), 3.53 (q, J = 7.1 Hz, 2H), 2.47 (s, 3H), 2.17 (m, 2H), 
1.93 (m, 2H), 1.73 (m. 2H), 1.54 (m, 2H), 1.15 (t, J = 7.1 Hz, 3H). 
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EXAMPLE 114 

8-Cvclopentvl-6-ethoxvmethvl-2-methanesulfinvl-8H-Pvridor23-d^ 

8-Cyclopentyl-6-ethoxymethyl-2-methylsulfanyl-8H-p^^ 
7-one (4.60 g, 14.40 mmol) and 2-benzenesulfonyl-3-phenyl-oxa2iridme (4.89 g, 
5 18.72 nrniol) were dissolved in dichloromethane (30 mL) and stined at ambient 
temperature for 12 hours. The crude product was then purified by silica gel 
chromatography to give 8-cyclopentyl-6-ethoxymethyl-2-methanesulfinyl-8H- 
pyrido[2,3-d]pyrimidin-7-one as a white waxy solid (2.67 g, 55.3 %). NMR 5 
(400 MHz, CDQs) 8.94 (s, IH), 7.81 (t, J = 1.7 Hz, IH), 5.98 (m, IH), 4.50 (d, J = 
10 1.7 Hz, IH), 3.68 (q, J = 7.1 Hz, 2H), 2.96 (s, 3H), 2.22 (m, 2H), 2.12 (m. 2H), 1.94 
(m. 2H). 1.69 (m. 2H), 1.31 (t, J = 7.1 Hz, 3H). 

EXAMPLE 115 

4-r6-f8-(>clopentvl-6-ethoxvmethvl-7-oxO"7.8-dihvdro-pvridor2,3-dlpvrimidin-2^ 
vlaminoVpvridin-3-vll-piperazine-l-carboxvlic acid tert-hutvl ester 

15 8-Cyclopentyl-6-ethoxymethyl-2-methanesulfinyl-8H-pyrido[2,3-d]pyiin^ 
7-one (1.0 g, 2.86 mmol) and 4-(6-amino-pyridm-3-yl)-piperazine-l-carboxylic acid 
/erf-butyl ester (1.10 g, 3.95 nmiol) were heated to reflux m toluene (10 mL) for 16 
hours. The reaction mixture was cooled to room temperature and purified by silica 
gel chromatography to give 4-[6-(8-cyclopentyl-6-ethoxymethyl-7-oxo-7,8-dihydro- 

20 pyrido[2,3-d]pyrimidin-2-ylamino)-pyridiii-3-yl]-piperazine-l-carboxylic acid tert- 
butyl ester as a yellow solid (0.140 g, 14.7 %). ^H NMR 5 (400 MHz, CDCl^) 8.59 (s, 
IH), 8.26 (d, J = 9.3 Hz, IH), 7.97 (d, J = 2.7 Hz, IH), 7.6 (t, J = 1.5 Hz, IH). 7.38 
(dd, J = 2.7, 9.0 Hz, IH), 5.89 (m, IH), 4.55 (d, J = 1.2 Hz, IH), 3.66 (q, J = 7.1 Hz, 
2H), 3.60 (m, 4H), 3.11 (m, 4H), 2.34 (m, 2H), 2.07 (m, 2H), 1.88 (m, 2H), 1.69 (m, 

25 2H), 1 .48 (s, 9H), 1.30 (t, J = 6.8 Hz, 3H). 



EXAMPLE 116 

8-Cvclopentvl-6-ethoxvmethvl-2-f5-piperazin-l-vl-Pvridin-2-vlaminoV8H- 
pyridor2.3-dlpvrimidin-7-one 

4-{6-[8-Cyclopentyl-6-(2-methoxy-ethoxymethyl)-7-oxo-7,8-dihydro- 
30 pyrido[2,3-d]pyriimdin-2-ylanuno]-pyridin-3-yl}-piperazine-l-carboxylic acid tert- 
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butyl ester (0.140 g. 0.242 mmol) was dissolved in dichloromethane (2 mL). 2 N HCl 
in diethyl ether (2 mL) was added and the reaction mixture was stirred at room 
temperature for 18 hours. The solvent was evaporated to give 8-cyclopentyl-6-(2- 
methoxy-ethoxymethyl)-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H-pyrido[2,3- 
d]pyrimidin-7-one as a yeUow solid (0.116 g, 85.9 %). MS (APCI) Calc'd for M+1: 
450.3. Found: 450.1. NMR 8 (400 MHz, DMSOndtf) 9.12 (s, 2H), 8.34 (s. IH), 
8.01 (d, J = 2J Hz. IH). 7.86 (s, IH). 7.83 (s, IH). 7.76 (d. J = 9.5 Hz. IH). 5.84 (m. 
IH). 4.32 (d. J = 1.2 Hz, IH). 3.57 (q. J = 6.8 Hz. 2H). 3.38 (m, 4H), 3.23 (m, 4H), 
2.26 (m, 2H). 1.89 (m. 2H). 1.75 (m. 2H). 1.58 (m. 2H). 1.19 (t. J = 6.8 Hz. 3H). 

EXAMPLE 117 

8-CvcloDentvl-6-methoxvmethvl-2-methvlsulfanvl-S H-pvridor2.3-dlpvrimidin-7-one 
3-Methoxy-propionic acid methyl ester (9.95 g, 84.2 mmol) was dissolved in 
tetrahydrofiiran (40 mL) to which UHMDS (89 mL, 88.9 mmol, 1.0 M in THF) was 
slowly added. 4-Cyclopentylamino-2-methylsulfanyl-pyrimidine-5-carbaldehyde 
(10.0 g, 42.2 mmol) was then added neat and the reaction mixture brought to reflux 
for 7 days. The reaction mixture was diluted with ethyl acetate and water, the layers 
separated, the organic layer dried over MgS04 and the solvent evaporated to give a 
crude oil. The crude product was dissolved in ethyl acetate and diluted with hexanes 
to give a precipitate which was collected by filtration to give 8-cyclopentyl-6- 
methoxymethyl-2-methylsulfanyl-8H-pyrido[2,3-d]pyrimidin-7-one as an off-white 
soUd (3.11 g. 24.1 %). 'H NMR 5 (400 MHz, CDCI3) 8.46 (s. IH), 7.49 (t, J = 1.7 
Hz. IH). 5.81 (m. IH). 4.28 (d, J = 1.7 Hz. IH), 3.37 (s, 3H), 2.47 (s. 3H). 2.1.8 (m. 
2H). 1.93 (m, 2H), 1.73 (m. 2H), 1.55 (m, 2H). 

EXAMPLE 118 

8-CvclopeP^y1-2-methanesulfmvl-6-Tnethoxvmet^ y1-8H-pvrido^2.3-dlPvrimidin-7-one 

8-Cyclopentyl-6-methoxymethyl-2-methylsulfanyl-8H-pyrido[2,3- 
d]pyrimidin-7-one (4.44 g, 14.54 mmol) and 2-benzenesulfonyl-3-phenyl-oxaziridine 
(4.94 g, 18.90 mmol) were dissolved in dichloromethane (100 mL) and stirred at 
ambient temperature for 12 hours. The solvent volume was reduced to approximately 
50 mL and was then purified by silica gel chromatography to give 8-cyclopentyl-2- 
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methanesulfinyl-6-methoxymethyl-8H-pyrido[23-d]pyruiudin-7-one as an off-white 
soUd (2.51 g, 53.7 %). *H NMR 8 (400 MHz. CDCI3) 8.93 (s. IH). 7.78 (t. J = 1.7 
Hz, IH). 5.99 (m, IH). 4.46 (d. J = 1.7 Hz. IH). 3.53 (s. 3H). 2.96 (s. 3H), 2.23 (m, 
2H). 2.12 (m. 2H). 1.93 (m, 2H), 1.69 (m, 2H). 

5 EXAMPLE 119 

4-ffi-(«-rvdopentv1-6-methoxvmethvl-7-oxo -7.8-dihvdro-pvridor2.3-d1pvrimidin-2- 
YlaminoVpvridin-3-vn-piperazine-l-carboxvlic acid tert-butvl ester 

8-Cyclopentyl-2-methanesulfinyl-6-metlioxyniethyl-8H-pyrido[2,3- 
d]pyriinidin-7-one (2.5 g, 7.78 mmol) and 4-(6-aniino-pyridin-3-yl)-piperazine-l- 
10 carboxylic acid tert-butyl ester (2.99 g, 10.73 mmol) were heated to reflux in toluene 
(25 mL) for 16 hours. The reaction mixture was cooled to room temperature and 
purified by silica gel chromatography to give 4-[6-(8-cyclopentyl-6-methoxymethyl- 
7-oxo-7,8-dihydro-pyrido[2,3-d]pyrimidin-2-ylamino)-pyridin-3-yl]-piperazine-l- 

carboxyUc add tert-butyl ester as a yeUow solid (1.24 g. 30.5 %). *H NMR 5 (400 
15 MHz, cms) 8.59 (s, IH), 8.26 (d, J = 9.3 Hz, IH). 7.97 (d, J = 2.7 Hz, IH), 7.6 (t, J 
= 1.5 Hz, IH), 7.38 (dd, J = 2.7, 9.0 Hz, IH), 5.89 (m. IH), 4.55 (d. J = 1.2 Hz. IH). 
3.66 (q, J = 7.1 Hz, 2H), 3.60 (m, 4H), 3.11 (m, 4H). 2.34 (m, 2H). 2.07 (m, 2H), 1.88 
(m, 2H), 1.69 (m, 2H), 1.48 (s, 9H), 1.30 (t, J = 6.8 Hz, 3H). 

EXAMPUE120 

20 8-Cvclopentv1-6-methoxvmethvl-2-f5-p iperazin-l-vl-Pvridin-2-vlaimnO)-8H- 

pvridor2.3-d1pvrimidip-7-one ' 
4-{6-[8-Cyclopentyl-6-(2-methoxy-ethoxymethyl)-7-oxo-7,8-dihydro- 

pyrido[2,3-d]pyrimidin-2-ylamino]-pyridin-3-yl}-piperazine-l-caiboxylic acid tert- 
butyl ester (0. 1 10 g, 0.205 mmol) was dissolved in dichloromethane (2 mL). 2 N HCl 
25 in diethyl ether (2 mL) was added and the reaction mixture was stirred at room 
temperature for 18 hours. The solvent was evaporated to give 8-cyclopentyl-6-(2- 
methoxy-ethoxymethyl)-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H-pyrido[2,3- 

d]pyrimidin-7-one hydrochloride salt as a yellow soUd (0.096 g. 92.1 %). MS (APCI) 
Calc'd for M+1: 450.3. Found: 450.1. 'HNMR5(400MHz,DMSO-dtf)9.12(s, 
30 2H), 8.34 (s, IH), 8.01 (d, J = 2.7 Hz, IH), 7.86 (s, IH), 7.83 (s, IH), 7.76 (d, J = 9.5 
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Hz. IH), 5.84 (m. IH), 4.32 (d. J = 1.2 Hz. IH). 3.57 (q, J = 6.8 Hz, 2H), 3.38 (m, 
4H), 3.23 (m. 4H), 2.26 (m. 2H), 1.89 (m, 2H), 1.75 (m, 2H), 1.58 (m. 2H), 1.19 (t, J 
= 6.8Hz.3H). 

EXAMPLE 121 

5 2.6-Dimethvl-4-f6-nitro-pvridin-3-vl'>-morDholine 

5-Bromo-2-iiitropyridine (4.84 g, 23.84 mmol), tetra-n-butyl ammonium 
iodide (0.440 g, 1.19 mmol), 2,6-dimBthyl-morpholine (3.02 g, 26.22 mmol) and 
potassium carbonate (3.62 g, 26,22 mmol) were imxed in DMSO (45 mL). The 
reaction mixture was warmed to 80 **C for 6 liours. The reaction mixture was diluted 

10 with ethyl acetate and filtered. The volume of the filtrate was reduced to remove 
ethyl acetate, and the remaining solution was diluted with water (50 mL). A 
precipitate immediately formed and was collected by filtration then washed on the 
funnel with water to provide 2,6-dimethyl-4-(6-nitro-pyridin-3-yl)-morpholine as an 
orange solid (4.39 g, 78.0 %). 'H NMR 6 (400 MHz, CDCI3) 8.16 (d, J = 9.0 Hz, 

15 IH), 8.11 (d, J = 2.9 Hz, IH), 7.19 (dd, J = 2.9, 9.3 Hz, IH), 3.77 (m, 2H), 3.65 (dd, J 
= 2.2. 12.9 Hz, 2H), 2.66 (dd, J = 10.7, 12.5 Hz, 2H), 1.29 (d, J = 6.4 Hz, 6H). 

EXAMPLE 122 

5-f2.6-Dhnethvl-morDholm-4-vlVDvridin-2-vlamine 

2,6-Dimethyl-4-(6-nitro-pyridin-3-yl)-morpholine (4.00 g, 16.86 mmol) was 

20 dissolved in THF (100 mL) to which Raney Nickel (3.10 g) was added. The reaction 
mixture was shakoi under a hydrogen atmosphere (50 psi) for 4 hours. The catalyst 
was filtered and tiie solvent evaporated to give 5-(2,6-dimethyl-morpholin-4-yl)- 
pyiidin-2-ylamine as a purple soUd (3.05 g, 87.4 %). NMR 8 (400 MHz. CDCI3) 
7.74 (d, J = 2.4 Hz, IH), 7.16 (dd, J = 2.9, 8.8 Hz, IH), 6.49 (dd, J = 0.7. 8.8 Hz. IH). 

25 3.79 (m. 2H), 2.34 (dd, J = 10.5, 10.5, 2H). 1.22 (d. J = 6.3 Hz. 6H). 
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EXAMPLE 123 

fi-R«>mn.8-cvc1oDentvl-2-r5-f2.6-dimethvl-moroholiP -4-vlVovridin-2-vlanMn 
Tnethvl-8H-pvridor2.3-d1p vnniidin-7-one 

6-Bromo-8-cyclopentyl-2-methanesuliBnyl-5-methyl-8H-pyrido[2,3- 
5 d]pyrimidin-7-one (1 .0 g, 2.70 mmol) and 5-(2,6-dimethyl-moipholin-4-yl)-pyridm-2- 
ylamine (0.668 g, 3.73 mmol) were heated to reflux in toluene (10 mL) for 16 houre. 
The reaction mixture was cooled to room temporature and the precipitate that formed 
was collected by filtration and washed on the funnel with toluaie (3 x 10 mL) to give 

6- bromo-8-cyclopentyl-2-[5-(2,6-dimethyl-morpholin-4-yl)-pyridin-2-ylamino]-5- 
10 methyl-8H-pyrido[2,3-d]pyrimidm-7-one as a brown solid (0.358 g, 27.3 %). MS 

(APCI) Calc'd for M+1: 513.2. Found: 513.1. Anal. Calc'd for C24H29BrN602: C, 
56.14; H, 5.69; N, 16.37. Found; C, 55.90; H, 5.62; N, 16.10. 

EXAMPLE 124 

R-rvc1f>pentvl-6-ethoxvmethvl-2-r3.4.5.6-tetrab vdro-2H-ri.31biovridinvl-6'- 

15 ylamino'>-8H-pvridor2.3-d1pvriinidin-7-one 

8-Cyclopaityl-6-ethoxymethyl-2-methanesulfinyl-8H-pyrido[2,3-d]pyrinudin- 

7- one (0.60 g, 1.79 mmol) and 3A5,6-tetrahydro-2H-[l,3']bipyridinyl-6'-ylamine 
(0.438 g, 2.47 nunol) were heated to reflux in toluene (6 mL) for 16 hours. The 
reaction mixture was cooled to room temperature and the precipitate that formed was 

20 filtered off and washed with toluene (2 x 4 mL) to give 8-cyclopentyl-6- 

ethoxymethyl-2-(3,4^,6-tetrahydro-2H-[l,3'3bipyridinyl-6'-ylamino)-8H-pyrido[23- 
dlpyiimidin-7-one (0.122 g, 15.2 %). MS (APCI) Calc'd for M+1: 449.3. Found: 
449.3. Anal. Calc'd for C25H32N6O2: C, 66.94; H, 7.19; N, 18.74. Found: C, 66.72; 
H, 7.13; N. 18.57. 

25 EXAMPLE 125 

8- Cvclopentvl-6-ethoxvmethv]-2-r5-morpho lin-4-vl-pvridin-2-vlaminoV8H- 

pvTidor2.3-d1pvrimidin-7-one 

8-Cyclopentyl-6-ethoxymethyl-2-methanesulfinyl-8H-pyrido[2,3-d]pyrimidin- 

7-one (0.60 g, 1.79 mmol) and 5-morpholin-4-yl-pyridin-2-ylamine (0.442 g, 2.47 

30 mmol) were heated to reflux in toluene (6 mL) for 16 hours. The reaction mixture 
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was cooled to room temperature and the precipitate that formed was filtered off and 
washed with toluene (2x4 mL) to give 8-cyclopentyl-6-ethoxymethyI-2-(5- 
moiphoUn-4-yl-pyridm-2-ylanMno)~8H-pyrido[23-d]pyrimidin-7-o^^ g, 17.6 
%). MS (APCI);M*+l:Calc'd, 451.3, Found 451.3. Anal. Calc'd for C25H32N6O2: 
5 C. 63.98; H, 6.71; N, 18.65. Found; C, 64.03; H. 6.66; N, 18.49. 

EXAMPLE 126 

f8-CvcloT)entvl-2-methvlsulfanvl-7-oxo-7.8-dihvdro-Pv ridor2.3-dlDvrim 
ylmethvlVcarbamic acid benzvl ester 

3-Benzyloxycarbonylammo-propionic acid ethyl ester (6.68 g, 26.58 mmol) 

10 was dissolved in tetrahydrofuran (40 mL) to which LiHMDS (28 mL, 28 mmol, 1.0 M 
in THF) was slowly added. 4-Cyclopentylanimo-2-methylsulfanyl-pyriniidme-5- 
carbaldehyde (3.15g, 13.29 nmiol) was then added neat and the reaction mixture was 
brought to reflux for 7 hours. The reaction mixture was diluted with ethyl acetate and 
water, the layers separated, the organic layer dried over MgS04 and the solvent 

15 evaporated to give a crude oil. The crude oil was purified by silica gel 

chromatography to give (8-cyclopentyl-2-methylsulfanyl-7-oxo-7,8-dihydro- 
pyrido[2,3-d]pyrimidin-6-yhnethyl)-carbamic acid benzyl ester as pale yellow waxy 
solid (1.67 g, 29.6 %). NMR 5 (400 MHz, CDCI3) 8.57 (s. IH), 7.56 (s, IH), 7.26 
- 7.36 (m, 5H), 5.93 (m, IH). 5.56 (t, J = 6.1 Hz, IH), 5.08 (s, 2H), 4.25 (d, J = 6.2 

20 Hz, 2H), 2.60 (s, 3H), 2.30 (m, 2H), 2.05 (m, 2H). 1.86 (m, 2H), 1.69 (m, 2H). 

EXAMPLE 127 

f8-CvclQpentvl-2-methanesulfinvl-7K)xo-7.8-dihvdro-Pvri dor2.3-dlpvrimidin-6^ 

vlmethvlVcarbamic acid benzvl ester 

(8-Cyclopentyl-2-methylsulfanyl-7-oxo-7,8Klihydro-pyrido[2,3'^]pyrinuto^ 

25 6-yhnethyl)-carbamic acid benzyl ester (1 .67 g, 3.93 mmol) and 2-benzenesulfonyl-3- 
phenyl-oxaziridine (1.34 g, 5.11 nmiol) were dissolved in dichloromethane (20 mL) 
and stilted at ambient temperature for 12 hours. The reaction mbctuie was then 
purified by silica gel chromatography to give (8-cyclopentyl-2-methanesulfinyl-7" 
oxo-73-^ihydro-pyrido[2,3-dlpyriniidin-6-ylmethyl)-carbamic acid benzyl estCT as a 

30 white soUd (0.98 g, 56.6 %). ^H NMR 5 (400 MHz, CDCI3) 8.89 (s, IH), 7.68 (s. 
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IH), 7.32 (m, 5H). 5.96 (m, IH), 5.52 (t, J = 6.4 Hz. IH), 5.09 (s, 2H), 4.32 (d, J = 6.3 
Hz, 2H), 2.95 (s, 3H). 2.22 (m, 2H), 2.12 (m, 2H), 1.95 (m, 2H), 1.69 (m, 2H). 

EXAMPLE 128 

[8->Cvclopentvl-7-oxo-2-GA5.6-tetrahvdro-2H-ri,31bipvridinvl-6Wlanu 
5 dihvdro-pvridor2.3-d1pvrimidin-6-vlmethvn-caibamic acid benzvl ester 

8-Cyclopentyl-6-ethoxymethyl-2-methanesulfinyl-8H-pyrido[23-d]pyrM 

7- one (0.90 g, 2.04 mmol) and 3,4.5,6-tetrahydro-2H-[l,3']bipyridinyl-6'-ylaimne 
(0.497 g, 2.82 mmol) were heated to reflux in toluene (10 mL) for 16 hours. The 
reaction mixture was cooled to room temperature and the precipitate that formed was 

10 filtered off and washed with toluene (2x4 mL) to give [8-cyclopentyl-7-oxo-2- 
(3,4.5,6-tetrahydro-2H-[131bipyridinyl-6'-ylaniino)-7,8-dihydro-pyrido[2,3- 
d]pyrimidin-6-ylmethyl]-carbamic acid benzyl ester (0.320 g, 28.3 %). ^H NMR 5 
(400 MHz, CDCI3) 8.55 (s, IH), 8.12 (d, J = 9.0 Hz, IH), 8.03 (d, J = 2.9 Hz, IH), 
7.95 (s, IH), 7.54 (s, IH), 7.27 - 7.35 (m, 5H), 5.88 (m, IH). 5.62 (t, J = 6.1 Hz, IH), 

15 5.09 (s, 2H), 4.25 (d, J = 6.4 Hz. 2H). 2.34 (m, 2H), 2.04 (m, 2H). 1.88 (m, 2H), 1.71 
(m, 5H),1.60(m, 3H). 

EXAMPLE 129 

8- Cvclopentvl-2-r5-f2.6-dimethvl-morDholin-4-vn-pvridin-2"VlanrinoV6^n-etfaoxv- 
vinvlV5-methvl-8H-pvridor2,3-d1pvrimidin-7-one 

20 6-Bromo-8-cyclopentyl-2-[5-(2,6-dimethyl-morpholm-4-yl)-pyiidin-2- 
ylamino]-5-methyl-8H-pyrido[2,3-d]pyriniidin-7-one (0.062 g, 0.121 mmol), 
tetrakis(triphenylphosphine)palladium (0.017 g, 0.015 nmiol) and tributyHl-ethoxy- 
vinyl)-stannane (0.068 mg, 0.188 mmol) were dissolved in toluene (2 mL) and slowly 
brought to reflux for 12 hours. Additional tetrakis(triphenylphosphine)palladi\rai 

25 (0.010 g) was added and the reaction brought to reflux for 16 hours. The reaction 
mixture was cooled and purified by silica gel chromatography to 8-cyclopentyl-2-[5- 
(2,6-dimethyl-morpholin-4-yl)-pyridin-2-ylamino]-6-(l-ethoxy-vinyl)-5-methyl-8H- 
pyrido[2,3-d]pyrimidin-7-one as a yellow solid (0.055 g, 90.2 %). *H NMR 5 (400 
MHz, CDCI3) 8.72 (s, IH), 8.17 (d, J = 9.0 Hz, IH), 7.99 (d, J = 2.9 Hz, IH), 7.83 (s. 

30 IH), 7.29 (dd, J = 2.9. 9.0 Hz, IH), 5.89 (m, IH), 4.51 (d, J = 2.5 Hz, IH), 4.17 (d, J = 
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2.4 Hz. IH). 3.93 (q, J = 7.1 Hz. 2H), 3.83 (m. 2H). 3.37 (d, J = 10.3 Hz. 2H). 2.44 
(dd. J = 10.5. 10.5. 2H). 2.41 (s. 3H). 2.34 (m. 2H). 2.06 (m. 2H). 1.84 (m. 2H). 1.65 
(m. 2H). 1.36 (t, J = 7.1 Hz, 3H), 1.26 (d. J = 6.4 Hz. 6H). 

EXAMPLE 130 

5 ^Ar.eiv1-R-cvcl n pp,ntvl-2-r5-f2 , ^-Hiniethvl-momho1in-4-vlVpvridin-2-vlamino1^ 

methvl-8H-pvridor2.3-d1 pYrimidin-7-one 

8-Cyclopentyl-2-[5-(2,6-dimethyl-morpholm-4-yl)-pyridin-2-ylanimo]-6-(l- 

ethoxy-vinyl)-5-methyl-8H-pyrido[2,3-d]pyriimdin-7-one (0.055 g, 0.109 jnmol) was 

dissolved in ethyl acetate (3 mL) and 1 N aqueous HCl (2 mL) and stirred at room 

10 temperature for 48 hours. The reaction mixture was diluted with dicWoromethane and 
aqueous NaHCOa. The layers were separated and the organic layer was dried over 
MgS04, filtered, and the solvent evaporated to give 6-acetyl-8-cyclopentyl-2-[5-(2.6- 
dimethyl-moipholin^yl)-pyridin-2-ylamino]-5-raethyl-8H-pyrido[2,3-d]pyrimidin- 
7-one (0.020 g, 38.4%). MS (APCI) Calc'd for M+1: 477.3. Found: 477.2. ^H 

15 NMR 6 (400 MHz, CDCU) 8.79 (s. IH), 8.1 (d. J = 9.0 Hz. IH). 8.00 (d, J = 2.7 Hz, 
IH). 7.90 (s, IH), 7.30 (dd, J = 3.1, 9.3 Hz, IH), 5.87 (m. IH), 3.83 (m, 2H), 3.37 (d, 
J = 10.0 Hz. 2H). 2.54 (s, 3H), 2.46 (dd, J = 11.7. 11.7, 2H), 2.37 (s, 3H), 2.32 (m. 
2H), 2.05 (m. 2H). 1.87 (m. 2H), 1.68 (m. 2H). 1.27 (d. J = 6.4 Hz. 6H). 

EXAMPLE 131 

20 R-rvclopentvl-6-fnethvl-2-inethvlsulfanvl -RH-nvridof2.3-dlDvrimidin-7-one 

2-(Diethoxy-phosphoryl)-propionic acid ethyl ester (15.24 g, 64 mmol) was 
dissolved in tetrahydrofiiran (100 mL) to which n-butyl lithium (47.7 mL, 119 mmol, 
2.5 M in hexanes) was slowly added at - 70 "C. 4-Cyclopentylamino-2- 
methylsulfanyl-pyrimidine-5-carbaldehyde (15 g, 63 mmol) was dissolved in 

25 tetrahydrofiiran (70 mL) then added to the reaction mixture allowing the reaction to 
warm to - 40°C. After 3 hours the reaction was warmed to room tMaperature. poured 
into cold 1 N citric acid and extracted with diethyl ether. The organic layer was 
washed with brine, dried over MgS04, filtered and concentrated to give a yellow oU 
which was purified by sUica gel chromatography. The resulting oil was dissolved to 

30 l,8-diazabicyclo[5.4.0]undec-7-ene (75 mL) and heated to 150 °C for 4 hours. The 
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leaction mixture was cooled to room temporature, dfluted with ethyl acetate (350 mL), 
washed with 5 % HQ and brine, dried over MgS04, then filtered and concentrated in 
vacuo The remaming residue was diluted with diethyl ether and the precipitated solid 
was filtaed off to give 8-cyclopentyl-6-methyl-2-methylsulfanyl-8H-pyrido[2,3- 
5 d)pyriinidin-7-one as a whitesoUd (6.33 g, 31.3 %). *HNMR 8(400MH2, CDCI3) 
8.52 (s. IH), 7.39 (d. J = 1.2 Hz. IH). 5.96. (m. IH), 2.59 (s, 3H). 2.30 (m, 2H), 2.19 
(d, J = 1.2 Hz, 3H), 2.07 (m, 2H), 1.86 (m, 2H). 1.67 (m, 2H). 

EXAMPLE 132 

R-CvclQpentvl-2-methanesulfinvl-6-methvl-8H-pvridor 2.3-dlDvrimidin-7-one 
10 8-Cyclopentyl-6-methyl-2-methylsulfanyl-8H-pyrido[2,3-d]pyrimidin-7-one 
(2.56 g, 9.30 mmol) was dissolved in dichloromethane (17 mL) and methanol (17 
mL) to which 2-benzenesulfonyl-3-phenyl-oxaziridine was added and the reaction 
mixture was stirred for 16 hours. The solvent was removed and diethyl ether added. 
The precipitated solid was collected by filtration to give 8-cyclopentyl-2- 
15 methanesulfinyl-6-methyl-8H-pyrido[2,3-d]pyrimidin-7-one as a white solid (2.30 g, 
84.8%). ^H NMR 8 (400 MHz, CDCk) 8.85 (s, IH), 7.54 (s, IH). 5.99, (m, IH). 2.95 
(s. 3H), 2.27 (d, J = 1.2 Hz, 3H), 2.24 (m, 2H), 2.13 (m, 2H), 1.94 (m, 2H), 1.70 (m, 
2H). 

EXAMPLE 133 

20 6-BiDmo-8-cvcloDentvl-2-f4-methoxv-benzvlamino'>-5-met hvl-8H-pvridor2.3- 

d1pvriniidin-7-one. 

A suspension of 6-biomo-8-cyclopentyl-2-methanesulfinyl-5-methyl-8H- 
pyrido[2,3-d]pyrimidin-7-one (1.00 g, 2.70 mmol) and 4-methoxybenzylamine (0.39 
mL. 4.0 mmol) in toluene (15 mL) was heated under reflux for 2 hours. The solution 

25 was cooled, and the resulting solid was collected by filtration to give 6-bromo-8- 

cyclopentyl-2-(4-methoxy-benzylamino)-5-methyl-8H-pyrido[2.3-d]pyriniidin-7-one 
(1.04 g. 86.4%). 'H NMR 5 (400 MHz, CDCI3) 1.6 (m, 2H), 1.8 (m, 2H), 2.0 (m. 2H). 
2.2 (m, 2H), 2.53 (s, 3H). 3.79 (s. 3H), 4.59 (m, 2H). 5.96 (m, IH). 6.1 (m, IH). 6.86 
(d. J = 8.3 Hz, 2H), 7.27 (d. J = 8.1 Hz, 2H), 8.5 (br s, IH). MS (APCI) 

30 (C2iH23BriN402): Calc for M+H. 443.1 ; Found, 443.1 
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EXAMPLE 134 

8-CvcloDentvl-6-fl-ethoxv-vinvl-2-f4-methoxv-benzvlamino)VS-met^^^ 
pvridor2.3<nDvrimidin-7-one, 

A suspension of 6-bromO"8K:yclopentyl-2-(4-methoxy"ben2ylainino)--5- 
5 methyl-8H-pyrido[23-d]pyriinidin-7.one (0.44 g, 1 .0 mmol), tributyl(l- 

ethoxyvinyl)tin (0.53 mL, 1.6 mmol), and tetrakis(triphenylphosphine)palladium(0) 
(0.14 g» 0.12 mmol) in toluene (5 mL) was heated under reflux for two hours. The 
suspension was cooled to room temperature and filtered The filtrate was 
concentrated and the residue triturated with hexane to give a solid. Chromatography 

10 on silica gel (5 to 50% ethyl acetate in hexane over fifteen minutes) gave 8- 

cyclopentyl-^.(l-<thoxy-vinyl-2-(4-methoxy-benzylaniino))-5-methyl-8H-pyrido[2,3- 
d]pyrimidin-7-one (0.35 g, 81%). 'H NMR ^(400 MHz, CDCI3) 1.34 (t, J = 7.1 Hz, 
3H), 1.6 (m, 2H), 1.7 (m, 2H), 2.0 (m, 2H), 2.3 (m, 2H), 2.34 (s, 3H), 3.78 (s, 3H), 
3.90 (q, J = 7.0 Hz, 2H), 4.13 (d, J = 2.2 Hz, IH), 4.48 (d, J = 2.2 Hz, IH), 4.59 (d, J = 

15 5.4 Hz, 2H), 5.87 (m, IH), 6.0 (m, IH), 6.86 (d, J = 8.6 Hz, 2H), 7.27 (d, J = 8.6 Hz, 
2H), 8.5 (br s, IH). MS (APCI) (C25H30N4O3) Calc for M+H, 435.2; Found, 435.3. 

EXAMPLE 135 

6-Acetvl-2-amino-8~cyclopentvl-5-methvl-8H-pvridor2.3-d1pvrimidin-7-one. 

A solution of 8-cyclopentyl-6-(l-ethoxy-vinyl-2-(4-methoxy-benzylamino)-5- 

20 methyl-8H-pyrido[2,3-d]pyrimidin-7-one (2.90 g, 6.67 mmol) in trifluoroacetic acid 
(50 mL) was heated under relux for 8 hours. After allowing to cool, the solution was 
concentrated in vacuo and diluted with water. The resulting suspension was made 
basic with 1 N NaOH, and the solid was collected by filtration. The solid was 
dissolved in CH2Cl2and chromatographed on silica gel eluting with ethyl acetate to 

25 give6-acetyl-2-amino-8-cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyrimidin-7K>n^ 

(1.51 g, 79.1%). mp 182"186°C. ^H NMR 5 (400 MHz, CDQa) 1,6 (m, 2H), 1.8 (m, 
2H), 2.0 (m. 2H), 2.3 (m, 2H), 2.32 (s, 3H), 2.52 (s, 3H), 5.34 (s, 2H), 5.84 (m, IH), 
8.63 (s. IH). MS (APCI) (C15H18N4O2) Calc for M+H. 287.1; Found, 287.1. 
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EXAMPLE 136 

Rinlopical Assavs 

To determine the inhibitory potency and selectivity of compounds of the 
present invention against Cdk4 and related kinases, compounds were evaluated in 
standard assays routinely used to measure inhibition of cyclin-dependent kinase 
enzymes and other protein kinases (see for example D. W. Fry et aL. J. Biol Chenu 
2001, 276, 16617-16623). The assays were carried out as described below. 

Assay for inhibition of C dk2/Cvclin A 

Cdk2 enzyme assays for IC50 determinations and kinetic evaluation are 
performed as follows. 96-well filter plates (Millipore MADVN6550) are used. The 
final assay volume is 0. 1 mL containing buffer A (20 mM TRIS 
(tris[hydroxymethyl]aminomethane) (pH 7.4), 50 mM NaCl, 1 mM dithiothieitol, 
10 mM Mga2). 12 mM ATP containing 0.25 ]^\ [32p]AlP. 20 ng Cdk2/cyclin A. 
1 ng retinoblastoma protein, and the test compound at appropriate dilutions in buffer 
A (Buffer A alone without added test compound was employed as a control for no 
inhibition. Buffer A containing excess EDTA was used to determine the level of 
background ^^P in the absence of enzyme activity). All components except the ATP 
are added to tiie wells, and tiie plate is placed on a plate mixer for 2 minutes. The 
reaction is initiated by addition of [32p]ATP, and die plate is incubated at 25«'C for 
15 minutes. The reaction is terminated by addition of 0.1 mL 20% TCA. The plate is 
kept at 4°C for at least 1 hour to allow the substrate to precipitate. The weUs are tiien 
washed five times witii 0.2 mL 10% TCA, and 32? incorporation is determmed witii a 
beta plate counter (Wallac Inc., Gaitiiersburg, MD). The IC50 of die test compound 
was determined using the median effect method (Chou, T-C and Talalay, P. 
Applications of the median effect principle for tiie assessment of low-dose risk of 
carcinogens and for the quantitation of synergism and antagonism of 
chemotherapeutic agents. Li: New Avenues m Developmental Cancer Chemotherapy 
(Eds. Hanap. K. T. and Connors, T. A.), pp. 37-64. Academic Press. New York, 
1987). 
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Assay for inhibition of Cdk4/Cvclin D 

The Cdk4 enzyme assay for IC50 determination and kinetic evaluation is 
performed as foUows. 96-well filter plates (Millipore MADVN6550) are used. The 
total volume is 0.1 mL containing buffer A (20 mM TRIS 
(tris[hydit)xymethyl]aminomethane) (pH 7.4), 50 mM NaCl, 1 mM dithiothieitol, 
10 mM MgCl2), 25 jiM ATP containing 0.25 [iCi [32p]ATP, 20 ng Cdk4, 1 Jig 
retinoblastoma protein and the test compound at appropriate dilutions in buffer A. 
Buffer A alone without added test compound was employed as a control for no 
inhibition. Buffer A containing excess EDTA was used to determine the level of 
backgi'ound ^^P in the absence of enzyme activity. All components except the ATP 
are added to the wells, and the plate is placed on a plate mixer for 2 minutes. The 
reaction is started by adding [32p] ATP, and the plate is incubated at 25^C for 
15 minutes. The reaction is terminated by addition of 0.1 mL 20% trichloroacetic acid 
(TCA). The plate is kept at 4°C for at least 1 hour to allow the substrate to precipitate. 
The wells are then washed five times with 0.2 mL 10% TCA, and 32p incorporation 
is determined with a beta plate counter (Wallac Inc., Gaithersburg, MD). The IC50 of 
the test compound was determined using the median effect method (Chou, T-C and 
Talalay, P. Applications of the median effect principle for the assessment of low-dose 
risk of carcinogens and for the quantitation of synergism and antagonism of 
chemotherapeutic agents. In: New Avenues in Developmental Cancer Chemotherapy 
(Eds. Harrap, K. T. and Connors, T. A.), pp. 37-64. Academic Press, New York, 
1987). 

Assav for inhibition of FGFr 

For FGF receptor (FGFr) tyrosine kinase assays 96-well plates 
(100 pL/incubation/well), and conditions are optimized to measure the incorporation 
of 32p ftom ['y32p] ATP into a glutamate-tyrosine co-polymer substrate. Briefly, to 
each well is added 82.5 jiL incubation buffer B (25 mM Ucpos (pH 7.0), 150 mM 
NaQ, 0.1% Triton X-100, 0.2 mM PMSF, 0.2 mM Na3V04, 10 mM MnClQ) and 
750 [ig/mT. Poly (4: 1) glutamate-tyrosine followed by 2.5 pL of the test compound in 
buffer B and 5 nL of a 7.5 p.g/nL FGFr solution to initiate the reaction. Following a 
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lO-minute incubation at 25''C, 10 mL [V52p]ATP (0.4 [iCi plus 50 fiM ATP) is added 
to each well, and samples are incubated for an additional 10 minutes at 25^C. The 
reaction is tenninated by the addition of 100 30% trichloroacetic acid (TCA) 
containing 20 mM sodium pyrophosphate and precipitation of material onto glass 
S fiber mats (Wallac). Filters are washed three times with 15% TCA containing 

100 mM sodium pyrophosphate, and the radioactivity retained on the filters is counted 
in a Wallac 1250 Betaplate reader. Nonspecific activity is defined as radioactivity 
retained on the filters following incubation of samples with buffer alone (no enzyme). 
Specific enzymatic activity (enzyme plus buffer) is defined as total activity minus 

10 nonspecific activity. The concentration of a test compound that inhibited specific 
activity by 50% (IC50) is determined based on the inhibition curve. 

Results from the foregoing assays for several compounds of the present 
invention compared to compounds disclosed in WO 98/33798 are presented in 
Table 1. For comparison, data are also provided for C2 phenylamino analogs of each 

15 Example compound where available. These analogs differ from the example 
compounds by the replacement of the pyridyl ring nitrogen atom by CH and are 
distinguished from compounds of the instant invention by a superscript prime (for 
example the phenylamino analog of Example compound 1 is denoted T). These C2- 
phenylamino pyridopyrlmidinones were previously described in patent applications 

20 WO 98/33798 and WO 01/70741. 



Table 1 



EXAMPLE 


Cdk4IC50 0iM) 


Cdk2IC50 0iM) 


FGFrIC50(MM) 


1' 


0.21 


0.021 


2.98 


• 1 


0.145 


5.01 


>5 


3* 


0.002 


0.043 


0.08 


3 


0.016 


6.052 


1.032 


5* 


0.001 


0.142 


0.086 


5 


0.019 


NA 


0.99 


r 


0.004 


5.950 


0.042 


7 


0.595 


>5 


NA 


11' 


0.005 


0.095 


0.088 
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11 


0.012 


NA 


2.12 


12 


0.175 


NA 


NA 


13 


>5 


NA 


NA 


14 


0.260 


NA 


NA 


15' 


0.005 


0.439 


1.74 


15 


0.160 


>5 


>5 


18' 


0.015 


0.139 


NA 


18 


0.051 


>5 


NA 


20' 


0.002 


0.05? 


0.153 


20 


0.027 


4.05 


1.605 


22' 


0.009 


3.149 


NA 


22 


1.70 


>5 


>5 


24' 


0.004 


>5 


NA 


24 


0.005 


>5 


>5 


29' 


NA 


NA 


NA 


29 


0.013 


>5 


4.38 


31' 


0.006 


5 


3.943 


31b 


0.049 


>5 


>5 


33' 


0.006 


0.556 


0.535 


33 


0.123 


>5 


>5 


36' 


0.006 


0.233 


1.83 


36 


0.011 


>5 


>5 


37' 


NA 


NA 


NA 


37 


>5 


>5 


>5 


38' 


0.088 


0.080 


NA 


38 


0.95 


>5 


>5 


50 


0.145 


>5 


>5 


51' 


0.005 


0.179 


0.711 


51 


0.135 


>5 


NA 


53' 


0.018 


>5 


0.94 


53 


0.036 


>5 


>5 


54 


1.1 


>5 


>5 
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55 


0.024 


>5 


>5 


57' 


0.014 


0.084 


>5 


57 


>5 


>5 


>5 


59' 


0.006 


0.024 


0.081 


59 


0.015 


2.5 


1.52 


61' 


0.006 


0.119 


4.35 


61 


0.013 


0.835 


1.38 


64 


0.92 


>5 


4.47 


65 


0.430 


3.30 


>5 


66 


0.763 


>5 


0.515 


70 


0.135 


>5 


>5 


72 


0.005 


>5 




74 


0.014 


>5 


>5 


75 


0.074 


>5 


>5 


77 


0.019 


>5 


>5 


81 


0.012 


>5 


>5 


82 


0.440 


>5 


>5 


84* 


0.007 


>5 


1.078 


84 


0.580 


>5 


>5 


88' 


0.020 


1.33 


>5 


88 








90 


0.021 


>5 


>5 


93' 


0.015 


1.86 


>5 


93 


0.063 


>5 


>5 


95' 


0.005 


0.545 


1.815 


95 


0.037 


>5 


>5 


98 


1.95 


>5 


>5 


100 


0.004 


>5 


>5 


103 


>5 


>5 


NA 


105 


0.005 


>5 


>5 


108' 


0.007 


0.205 


0.136 


108 


0.124 


>5 


>5 
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112 


0,031 


>5 


>5 


116 


0.018 


>5 


>5 


120 


0.013 


3.800 


2.470 


124 


0.545 


>5 


>5 


125 


0.018 


>5 


>5 


130 


0.030 


>5 


>5 



Fonnulation Examples 

As noted above, the invention compounds will typically be formulated with 
common excipients, diluents, and carriers to provide compositions that are well-suited 
5 for convenient administration to mammals. The following examples illustrate typical 
compositions that are provided in a further embodiment of this invention. 

EXAMPLE 137 - 

Formulations 

10 

Tablet Formulation 



Ingredient 


Amount 


Compound 36b of Exanq>le 36 


50 mg 


Lactose 


80 mg 


Cornstarch (for mix) 


10 mg 


Cornstarch (for paste) 


8mg 


Magnesium Stearate (1%) 


2mg 


150 mg 



A compound of the present invention is mixed with the lactose and cornstarch 
(for mix) and blended to uniformity to a powder. Hie cornstarch (for paste) is 
suspended in 6 mL of water and heated with stuiing to form a paste. The paste is 
added to the mixed powder, and the mixture is granulated. The wet granules are 
15 passed through a No. 8 hard screen and dried at 50X. The mixture is lubricated with 
1% magnesium stearate and compressed into a tablet. The tablets are administered to 
a patient at the rate of 1 to 4 each day for prevention and treatment of cancer. 
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Parenteral Solution 

To a solution of 700 mL of propylene glycol and 200 mL of wat^ for 
injection is added 20.0 g of compound 36b of the present invention. Hie mixture is 
5 stirred and the pH is adjusted to 5.5 with hydrochloric acid. The volume is adjusted to 
1000 mL with water for injection. The solution iis sterilized, filled into 5.0 mL 
ampoules, each containing 2.0 mL (40 mg of compound), and sealed under nitrogen. 
The solution is administered by injection to a patient suffering from cancer and in 
need of treatment. 

10 The invention and the manner and process of making and using it, are now 

described in such full, clear, concise, and exact terms as to enable any person skilled 
in the art to which it pertains, to make and use the same. It is to be understood that the 
foregoing describes preferred embodiments of the present invention and that 
modifications may be made therein without departing from the spirit or scope of the 

15 present invention as set forth in the claims. To particularly point out and distinctly 
claim the subject matter regarded as invention, the following claims conclude this 
specification. 
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CLAIMS 

What is claimed is: 



1 . A compound of the fonnula I: 




or a phannaceutically acceptable salt, ester, amide, or prodrug thereof, 
wherein: 

the dashed line represents an optional bond, 

X\ X^ and are independently hydrogen, halogen, Ci-Q alkyl, Ci-Ce 

haloalkyl, Ci-Cg alkoxy, Ci-Cg alkoxyalkyl, CN, NO2, OR^, NR^^ 
C02R^ COR^ S(0)„R^ CONRV, NR^COR^, NR^S02R^ S02NR^^ 
and P(0)(OR^)(OR^); with the proviso that at least one of X\ X\ and 
X^ must be hydrogen; 

n = 0-2; 

R* is, in each instance, independently, hydrogen, halogen, Ci-Ce alkyl, CrCe 
haloalkyl, Ci-Q hydoxyalkyl, or C3-C7 cycloalkyi; 

R^ and R^ are independently selected from hydrogen, halogen, CrCs alkyl, C3- 
C7 cycloalkyi, Ci-Cg alkoxy, d-Cg alkoxyalkyl, Ci-Cg haloalkyl, Cr 
Cg hydroxyalkyl, C2-C8 alkenyl, C2-C8 alkynyl, nitrile, nitro, OR^, SR^, 
NRV, N(0)R^R^ P(0)(OR^)(OR^), (CR^R^)n,NRV, COR^ 
(CR^R^)mC(0)R^ C02R^ CONR^R^ C(0)NR^S02R^ NR^S02R^ 
C(0)NR^OR^ S(0)nR^ S02NR^R^ P(0)(OR^)(OR^), 
(CR^R^)mP(0)(OR^)(OR^), (CR^R Varyl, (CR^R^)m-heteroaryl, - 

T(CH2)mQR^ -C(0)T(CH2)mQR^ ^fR^C(0)T(CH2)mQR^ and - 
CR^=CR^C(0)R''; or 
R^ and R^ may form a carbocyclic group containing 3-7 ring members, 

preferably 5-^ ring members, up to four of which can optionally be 
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replaced with a heteroatom independently selected from oxygen, 
sulfur, and nitrogen, and wherein the caibocyclic group is 
unsubstituted or substituted with one, two, or three groups 
independently selected from halogen, hydroxy, hydroxyalkyl, nitrile, 
lower Ci-Cs alkyl. lower CrCs alkoxy, alkoxycarbonyl, alkylcarbonyl, 
alkylcarbonylamino, aminoalkyl, trifluoromethyl, 
N-hydroxyacetamide, trifluoromethylalkyl, amino, and mono or 
dialkylamino, (CH2)mC(0)NR^R^ and 0(CH2)mC(0)0R^ provided, 
however, that there is at least one carbon atom in the carbocyclic ring 
and that if there are two or more ring oxygen atoms, the ring oxygen 
atoms are not adjacent to one another; 

T is O, S, NR7, N(0)R7, NR7r8w, or CR7r8; 

Q is O, S, NR7, N(0)R7, NR^rSw, CO2, 0(CH2)n.-heteroaiyl, 

0(CH2)mS(0)nR^ (CH2)-heteroaryl, or a caibocyclic group containing 
firom 3-7 ring members, up to four of which ring members are 
optionally heteroatoms independently selected from oxygen, sulfur, 
and nitrogen, provided, however, that there is at least one carbon atom 
in the carbocyclic ring and that if there are two or more ring oxygen 
atoms, the ring oxygen atoms are not adjacent to one another, wherein 
the carbocyclic group is unsubstituted or substituted with one, two, or 
three groups independently selected from halogen, hydroxy, 
hydroxyalkyl, lower alkyl, lower alkoxy, alkoxycarbonyl, 
alkylcarbonyl, alkylcarbonylamino, aminoalkyl, trifluoromethyl, 
N-hydroxyacetamide, trifluoromethylalkyl, amino, and mono or 
dialkylamino; 

W is an anion selected from the group consisting of chloride, bromide, 

trifluoroacetate, and triethylammonium; 
m = 0-6; 

R"* and one of X\ and may form an aromatic ring containing up to three 
heteroatoms independently selected from oxygen, sulfur, and nitrogen, 
and optionally substituted by up to 4 groups independently selected 
from halogen, hydroxy, hydroxyalkyl, lower alkyl, lower alkoxy, 
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alkoxycarbonyl, alkylcarbonyl, alkylcarbonylamino, aminoalkyl, 
aminoalkylcarbonyl, trifluoromethyl, trifluoromethylalkyl, 
trifluoromethyldkylaminoalkyl, amino, mono- or dialkylamino, N- 
hydroxyacetamido, aryl, heteroaryl, carboxyalkyl, nitrile, NR7s02R^, 
C(0)NR7r8, NR7c(0)R8. C(0)0R7, C(0)NR7s02R8, 
(CH2)raS(0)nR7, (CH2)m-heteroaryl, 0(CH2)m-heteroaryl, 
(CH2)mC(0)NR7R8, 0(CH2)mC(0)OR7, (CH2)mS02NRV. and 
C(0)R^; 

R^ is hydrogen, aryl, Ci-Cg alkyl, Ci-Cs alkoxy, C3-C7 cycloalkyl, or C3-C7- 
heterocyclyl; 

R^ and R^ independently are hydrogen, Ci-Cs alkyl, Ca-Cg alkenyl, Ca-Cg 
alkynyl, arylalkyl, cycloalkyl, heterocycloalkyl, aryl, heteroaryl, or 
heterarylalkyl; or 

R^ and R^, when attached to the same nitrogen atom, taken together with the 
nitrogen to which they are attached, form a heterocyclic ring 
containing from 3-8 ring members, up to four of which members can 
optionally be replaced with heteroatoms independently selected from 
oxygen, sulfiir, S(0), S(0)2, and nitrogen, provided, however, that 
there is at least one carbon atom in the heterocyclic ring and that if 
there are two or more ring oxygen atoms, the ring oxygen atoms are 
not adjacent to one another, wherein the heterocyclic group is 
unsubstituted or substituted with one, two or three groups 
independently selected from halogen, hydroxy, hydroxyalkyl, lower 
alkyl, lower alkoxy, alkoxycarbonyl, alkylcarbonyl, 
alkylcarbonylamino, aminoalkyl, aminoalkylcarbonyl, trifluoromethyl, 
trifluoromethylalkyl, trifluoromethylalkylaminoalkyl, amino, nitrile, 
mono- or dialkylamino, N-hydroxyacetamido, aryl, heteroaryl, 
carboxyalkyl, NR7s02R8, C(0)NR7r8, NR7c(0)R8, C(0)0R7, 
C(0)NR7s02R8, (CH2)mS(0)nR7, (CH2)m-heteroaryl, 0(CH2)m- 
heteroaryl, (CH2)mC(0)NR7R8, 0(CH2)mC(0)OR7. and 
(CH2)S02NRV; 
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10 

15 

2. 

20 

3. 
4. 



and are, independently, hydrogen, Ci-Cs alkyl, Ca-Cg alkenyl, Ca-Cs 
alkynyl, arylalkyl, cycloalkyl, heterocycloalkyl. aiyl, heteroaryl. or 
heterarylalkyl; or 

R'' and R®, when attached to the same nitrogen atom, taken together with the 
nitrogen to which they are attached, may form a heterocyclic ring 
containing from 3-8 ring members, up to four of which members arc 
optionally heteroatoms independently selected ftom oxygen, sulfur, 
S(0), S(0)2, and nitrogen, provided, however, that there is at least one 
carbon atom in the heterocyclic ring and that if there are two or more 
ring oxygen atoms, the ring oxygen atoms are not adjacent to one 
another, wherein the hetarocyclic group is unsubstituted or substituted 
with one, two or three groups independently selected ftom halogen, 
hydroxy, hydroxyalkyl, lower alkyl, lower alkoxy, alkoxycarbonyl, 
alkylcarbonyl, alkylcarbonylamino, aminoalkyl, aniinoalkylcarix)nyl, 
trifluoromethyl, trifluoromethylalkyl, trifluoromethylalkylaminoalkyl, 
amino, nitrile, mono- or dialkylamino, N-hydroxyacetamido, aryl, 
heteroaryl, carboxyalkyl; and 

the pharmaceutically acceptable salts, esters, amides, and prodrugs thereof. 

A compound of Claim 1, having the following structure: 



wherein R\ R\ R^, R"*, X\ X^, and are as defined for formula L 
A compound of claim 1 or claim 2 wherein R^ is a cyclopentyl group. . 
A compound according to claim 2 or claim 3 wherein R* is alkyl. 




5. 



A compound according to claim 2 or claim 3 wherein R^ is methyl. 
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A compound according to claim 2 or claim 3 wherein is (CO)CH3. 

A compound according to claim 1 selected from the group consisting of: 
8<:yclopentyl-2-(pyridin-2-ylaniino)-8H-pyrido[2,3-d]pyrimidin--7-one, 
6-Bromo-8-<;yclopentyl-2-(5-piperazin-l-yl-pyridin-2-ylanuno)-8H-pyrido 
[2,3-d]pyrimidin-7-one hydrochloride, 

8-Cyclopentyl-6-ethyl-2-(5-piperazin-l-yl-pyridin-2-ylaniino)-8H-py^^ 

d]pyrimidin-7-one hydrochloride, 
8-Cyclopentyl-7-oxo-2-(5-pipera2in-l-yl-pyridin-2-ylamino)-7,8-dihydro- 

pyrido[2,3-d]pyrimidine-6-carboxyIic acid ethyl ester hydrochloride, 
6-Amino-8K:yclopentyl-2-(5-piperazin-l-yl-pyxidin-2-ylanuno)-8H- 

pyrido[2,3-d]pyrimidin-7-one hydrochloride, 
6-Bromo-8K:yclopentyl-2-[5-((R)-l-methy4-pyn*olidin-2-yl)-pyridm^ 

ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one hydrochloride, 
6-Bromo-8-cyclohexyl-2-(pyridin-2-yl-ammo)-8H-pyrido[2,3-d]pyrimito^ 

one, 

6-Acetyl-8-cyclopentyl-2-[5-(3,5-dimethyl-piperazin-l-yl)-pyridin-2- 

ylamino]-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-8-cyclopentyl-2-[5-(3,3-dimethyl-piperazin-l-yl)-pyridin"2- 

ylamino]-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-8-cyclopentyl-5-methyl-2-[5-(4-methyl-piperazin-l-yl)-pyridin-2- 

ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-2-[5-(3-amino-pyrrolidin-l-yl)-pyridin-2-ylaniino]-8-cyclopentyl-5-- 

methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Bromo-8-cyclopentyl-5-methyl-2-(5-morpholin-4-yl-pyridin-2-ylamino)- 

8H-pyrido[2,3-d]pyriniidin-7-one, 
2-{5-[Bis-(2-methoxy-ethyl)-amino]-pyridin-2-ylamino}-6-bromo-8- 

cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-8"Cyclopentyl-5-methyl-2-(5-moipholin-4-yl-pyridin-2-ylamino)-8H- 

pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-2-{5-|>is-(2-methoxy-ethyl)-ainino]-pyridin-2-ylaimno}-8- 

cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
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4-[6-(8<:yclopentyl-6-iodc)-5-methyl-7-ox(>73-dihydro-pyrido[2,3- 
d]pyrimidin-2-ylaniino)-pyridin-3-yl]-piperazine-lK:aA 

tert-butyl ester, 

8-Cyclopentyl-64odo-5-me%l-2-(5-pipera2in-l-yl-pyridin-2-ylai^ 

5 pyrido[2,3-d]pyrimidin-7-one, 

4-{6-[8-Cyclopentyl-6-(2-^thoxy-ethoxy)-7-^xo-73-dmydro-p^^ 
d]pyrimidin-2-ylanuno]-pyridin-3-yl}-pipera2me-lK:a* 
tert-butyl ester, 

8-Cyclopentyl-6-(2-ethoxy-ethoxy)-2^(5-piperazin-l-yl-pyridin-^^^ 
10 8H-pyrido[2.3-d]pyrimidin-7-one, 

2-{5-|Bis-(2-methoxy-ethyl)-amino]-pyridin-2-ylanuno}-6-bromo-8- 

cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-2-{5-[bis-(2-methoxy-ethyl)-amino]-pyridin-2-ylaimn 
cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
15 4-[6K84sopropyl-7-oxo-7,8-dihydro-pyrido[2,3]pyrimidin-2-ylamino)- 
pyridin-3-yl]-piperazine-l-carboxylic arid tert-butyl ester, 
8"isopropyl-2-(5-piperazin-l-yl-pyridin-2-ylainino)-8H-pyrido[2,3- . 

d]pyriinidin-7-one, 
4-[6-(8-cyclopentyl-7K)xox-73-dihhydro-pyrido[2,3-d]pyriinidin-2-ylamm 

20 pyridin-3-yl]-piperazine-l-carboxylic add tert-butyl ester, 

8-cyclopentyl-2-(5-pipera2in-l-yl-pyridin-2-ylamino)-8H-pyrido[2,3- 

d]pyriniidin-7-one, 
4-[6K8K:yclohexyl-7-oxo-7,8-dihhydro-pyrido[2,3-d]pyrimidm-2-ylamiM 

pyridin-3-yl]-piperazine-l-carboxylic arid tert-butyl ester, 
25 ^•8-cyclohexyl-2-(5-piperazin-l-yl-pyridin-2-ylainino)-8H-pyrido[2,3- 

d]pyrinudin-7-one, 
4-[6-(8K:yclopropyl-7-oxo-7,8-dihhydro-pyrido[2,3Kl]pyriimdin-2-^^ 

pyridin-3-yl]-piperazine-l-carboxylic acid tert-butyl ester, 
8-cyclopropyl-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H--pyrido[2,3- 

30 d]pyrimidin-7-one, 

6-Bromo-8-cydopentyl-2-(pyridin-2,6-yldiamino>8H-pyrido[2,3- 

d]pyriimdin-7-one. 
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6-Bromo-8-cyclopentyl-5-methyl-2-(pyridm-2-ylamino)-8H-pyrid^ 

. d]pyriiiiidin-7-one, 
6-Bromo-8-cyclopentyl-5-methyl-2-[5-(4-methyl-piperazm-l^^^^ 

ylainino]-8H-pyrido[2,3-dlpyriimdin-7-one, 
8-Cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-2-[5-(4-methyl-pipei^ 

pyridin-2-yIamino]-8H-pyrido[2,3-d]pyriniidin-7-one, 
(l-{648-Cyclopentyl-6-(l-ethoxy-vmyl)-5-methyl-7-oxo-7,8-dihydro- 

pyrido[23-d]pyriimdin-2-ylamino]-pyridin-3-yl}-pyiTolidm^^ 

carbamic acid tert-butyl ester, 

6-Acetyl-8-cyclopentyl-2-(4-hydroxy-3,4,5,6-tetrahydro-2H-[131bipyridm^^ 
6-ylamino)-5-methyl-8H-pyrido[23-d]pyrimidm-7-one, 

4-[6-(6-Bromo-8-cyclopentyl-5-me%l-7-oxo-7,8-dihydro-pyrido[2,3- 

d]pyrimidiii-2-ylaimno)-pyridin-3-yl]-azepane-l-carboxylic acid tert- 
butyl ester, 

6-Biomo-8-cyclopentyl-2K5-[l,4]diazepan-l-yl-pyridin-2-ylainino)-5-methyl- 

8H-pyrido[2,3-d]pyriinidin-7-one, 
4-{6-[8-Cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-7-oxo7.8-dihydro- 

pyrido[23-d]pyrimidin-2-ylamino]-pyridin-3-yl}-[l,4]diazepane-l- 

carboxylic acid tert-butyl ester, 
6-Acetyl-8-cyclopentyl-2-(5-[l,4]diazepan-l-yl-pyridin-2-ylamino)-5-niethyl- 

8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-8-cyclopentyl-5-methyl-2-(pyridin-2-ylamino)-8H-pyrido[2,3- 

d]pyriininin-7-one, 
4-[6-(8-Cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3-d]pyriinidin-2- 

ylamino)-pyridin-3-yl]-piperazine-l-carboxylic acid tert-hutyl ester, 
8-Cyclopentyl-5-methyl-2-(5-piperazin-4-yl-pyridin-2-ylamino)-8H- 

pyrido[2,3-d]pyriinidin-7-one, 
4-[6-(6-Bromo-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3- 

d]pyriinidin-2-ylamino)-pyridin-3-yl]-2,2-diniethyl-piperazine-l- 

carboxylic acid rcrf-butyl ester, 
6-Bromo-8-cyclopentyl-2-[5-(3,3-dimethyl-piperazin-l-yl)-pyridin-2- 
ylamino]-5-methyl-8H-pyrido[2,3d]pyriimdin-7-one, 
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4-{6-[8-Cyclopentyl-6-(l-ethoxy-vinyl)-5-me%l-7"Oxo-7,8Kiihyd^ 

pyrido[23-d]pyrinudin-2-ylanuno]-pyridin-3-yl}-2,2-dimeto^^ 

piperazine- 1-carboxyIic acid tert-hutyl ester, 
4-[6-(6-Bromo-8-cyclopentyl-5-methyl-7K)xo-7,8-dihydro-pyrido[2,3- 

d]pyrimidin-2-ylamino)-pyridin-3-yl]-2,6Hiime&^^ 

caiboxylic add tert-hutyl ester, 

6-Bromo-8<yclopentyl-2-[5-(3,5-dimethyl-pipw^n-l-yl)-pyridm^ 

ylamino]-5-methyl-8H-pyrido[23"d]pyrimidin-7-one, 
4-{6-[8<:ycIopentyl-6-(l-«thoxy-vinyl)-5.methyl-7K)xc^^ 

pyrido[23-d]pyrinudin-2-ylainino]-pyridin-3"yl}-2,6-dime 

piperazine-l-carboxylic acid tert-hutyl ester, 
8-Cyclopentyl-6-(l-ethoxy-vinyl)-5-methyl-2<5-moipholin-4-yl^^ 

yIamino)-8H-pyrido[2,3-d]pyriimdin--7-one, 
6-Brom6-8-cyclopentyl-5-methyl-2-(3A5,6-tetrahydro-2H-[l,31bipyri^^^^ 

6-yIamino)-8H-pyrido[2,3-d]pyriinidin-7-one, 
8-Cyclopentyl-6-(l.ethoxy-vinyl>5-methyl-2-(3,4,5,6-tetrahydro-2H- 

[13.1bipyridinyl-6'-ylamino)-8H-pyridot2,3-d]pyrimidin-7K)ne, 
6-Acetyl--8-cyclopentyl-5-methyl-.2-(3,4,5,6-tetrahydro-2H-[l,3']bipyridinyl- 

6-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, 

4-{6-[8-Cyclopentyl-6-(2-ethoxy-ethyl)-7"Oxo-7,8-dihydro-pyrido[2,3- 

d]pyrimidin-2-ylaniino]-pyridin-3-yl}-piperaziae-l-carboxylicacid 
tert-hutyl ester, 

8-CycIopentyl-6-(2-ethoxy-ethyl)-2-(5-piperazin-l-yl-pyridin-2-ylai^ 
pyrido[2,3-d]pyriinidin-7-one, 

4-{6-[8-Cyclopentyl-6-(2-methoxy-ethoxymethyl)-7-oxo-7,8-dihydix)- 
pyrido[2,3-d]pyrimidin-2-ylamino]-pyridin-3-yl}-piperazine-l- 
carboxylic acid ter/-butyl ester, 

8-Cyclopentyl-6>(2-methoxy-^thoxymethyl)-2-(5-pipera2in-l-^^ 

ylamino)-.8H-pyridot2,3-d]pyrimidin-7-one, 
4-[6-(8-Cyclopentyl-6"ethoxymethyl-7K)xo-7,8-dihydro-pyridoP^ 

d]pyrimidin*2-ylainino)-pyridin-3-yl]-piperazine- 1-caiboxylic acid 

/erf-butyl ester, 
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8-Cyclopentyl-6-ethoxymethyl-2-(5-piperazin-l-yI-pyridin-2-ylan^ 

pyrido[2,3-d]pyriimdin-7-one, 
4-[6-(8-Cyclopentyl-6-methoxymethyl-7<)xo-73-^hydro-py^ 

d]pyriinidin-2-ylaimno)-pyridm-3-yl]-piperazine-l-carboxylic acid 
5 tert'hutyl ester, 

8-Cyclopentyl-6-metiioxymethyl-2-(5-pipera2in-l-yl-pyiidin-2-ylam 

pyrido[2,3-d]pyrimidin-7-one, 
6-Bromo-8-cyclopentyl-2-[5-(2,6-dimethyl-morpholin-4-yl)-pyridin^ 

ylamino]-5-methyl-8H-pyrido[23-d]pyriimdin-7-one, 
10 8-Cyclopentyl-6-ethoxymethyl-2-(3,4,5,6-teti^ydro-2H-[131bipy^ 

ylainino)-8H-pyrido[2,3-dlpyrimidin-7-one, 
8-Cyclopenty^6-ethoxymethyl-2-(5-moIphoUn-4-y^pyridm-2-ylalI^ 

pyrido[2,3-d]pyriniidin-7-one, 
[8-Cyclopentyl-7-oxc)-2-(3,4,5,6-tetrahydro-2H-[131bipyridinyl-6-^^ 
15 7,8-dihydro-pyrido[23-d]pyrimidin-6-ylmethyl]-caibainic acid benzyl 

ester, 

8-C^clopentyl-2-[5-(2,6-dimethyl-morpholin-4-yl)-pyridiri-2-ylamino]-6-^ 

ethoxy-vinyl)-5-methyl-8H-pyrido[2,3-d]pyriimdin-7-one, 
6-Acetyl-8-cyclopentyl-2-[5-(2,6-dimethyl-morpholin-4-yl)-pyridin-2- 
20 ylamino]-5-rnethyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

8-Cyclopentyl-5-inethyl-2-(5-piperazin- 1 -yl-pyridin-2-ylamino)-6-propionyl- 

8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Bromo-8-cycIopentyl-2-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Bromo-8K:yclopentyl-5-methyl-2-(5-piperizin-l-yl-pyridin-2-ylaniino)-8i^^ 
25 pyrido[2,3-d]pyrimidin-7-one, 

8-CycIopentyl-6-fluoro-2-(5-piperazin- 1 -yl-pyridin-2-ylamino)-8H- 

pyrido[2,3-d]pyrimidin"7-one hydrochloride, 
8<]yclopentyl-6-methyl-2-(5-pipera2in-l-yl-pyiidin-2-ylamino)-8H- 

pyrido[2,3-d]pyrimidin-7-one hydrochloride, 
30 8-Cyclopentyl-6-isobutoxy-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H- 

pyrido[2,3-d]pyrimidin-7-one hydrochloride, 
6-Benzyl-8-cyclopentyl-2-(5-piperazin-l-yl-pyridin-2-ylaimno)-8H- 

pyrido[2,3-d]pyriimdin-7-one hydrochloride, 
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8<Jyclopentyl-6-hydroxymethyK2-(5-piperazin4-yI-pyridm-2-^^ 

pyrido[2,3-d]pyrimidin-7-one hydrochloride, 
2-[5-(4-tert-Butoxycarbonyl-piperazm-l-yl)-pyridin-2-ylamino]--8- 

cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[23-d]pyrimidine 
S carboxylic acid ethyl ester, 

6-Acetyl-8-cyclopentyl-2<5-pipera2m~l-yl-pyridin-2-ylamino)-8H- 

pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-l-yl-pyridin-2-ylai^ 
pyrido[2,3-4]pyriniidin-7H3ne, 
10 6-Bromo-8<yclopentyl-5-methyl-2-(pyridia-2-ylainmo)-8fr 
d]pyrimidin-7-one, 
X 6-Bromo-8<yclopentyl-2-(pyridin-2-ylaimno)-8H-pyiidoP 
one, 

6-Bromo-8-cyclopentyl-2-[5K3,5-dimethyl-pipCTazin-l-yl)-pyridin-2- 
15 ylamino]-8H-pyrido[2,3-d]pyriimdin-7-one, 

6-Bromo-8Kjyclopentyl-2-[5-(33-dimethyl-piperazm-l-yl)-pyridin-2- 

ylaiiiino]--8H-pyrido[2,3-d]pyriinidin-7-one, 
6-Bromo-8-cyclopentyl-2-[5'(4-methyl-piperazin-l-yl)-pyridin-2-ylammo]- 

8H-pyrido[2,3-d]pyrimidin-7-one, 
20 2-[5-(3-Amino-pyrroUdin-l-yl)-pyridin-2-ylamino]-6-bromo-8-cyclopentyl- 

8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Bromo-8-cyclopentyl-2-[5-(3-ethylamino-pyrrolidin-l-yl)-pyridin-2- 

ylamino]-8H-pyrido[2,3-d]pyriinidin-7-one, 
6-Bromo-8-cyclopentyl-2-(5-pyn'oUdin-l-yl-pyridin-2-ylanmio)-8H-- 
25 pyrido[2,3-d]pyriniidin-7-one, 

2-{5-[3-(l-Aniino-l-methyl-ethyl)-pyiToUdin-l-yl]-pyridin-2-ylaimno}-^^ 

bromo-8-cyclopentyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
l-[6-(6-Bromo-8-cyclopentyl-7-oxo-7,8-dihydro-pyrido[23-d]pyriinidm 

ylamino)-pyridin-3-yl]-pyrrolidine-2-carboxylic acid, 
30 6-Bromo-8K:yclopentyl-2-[5K4-diethylamino-butylainino)-pyridin-2- 

ylainino]-8H-pyrido[2,3-d]pyriiiudin-7-one, 
6-Acetyl-8-cyclopentyl-2-[5-(3-ethylanuno-pyiroUdin-l-yl)-pyridin-^^ 

ylamino]-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
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6-Acetyl-8-cyclopeDtyl-5-methyl-2K5-pyrrolidin-l-yl-pyridin-2-ylamino)- 

pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-2-{5-[3-(l-amino-l-methyl-ethyl)-pyrroKdin-l-yl]-pyri 

ylamino}-8K;yclopentyl-5-methyl-8H-pyrido[23"d]pyriinidin-^ 
5 l-[6-(6-Acetyl-8-cyclopentyl-5-me%l-7-oxo-7,8-dihydro-pyridoP^ 

d]pyriinidin-2-ylamino)-pyridin-3-yl]-pyiTolidine-2-c^^ 
6-Acetyl-8K;yclopentyl-2-[5-(4-diethylainino-butylamino)-pyridm 

ylamino]-5-methyl"8H-pyrido[23Hi]pyriimdin-7"One, 
8-Cyclopentyl-2-[5-(3,5-dimethyl-piperazin-l-yl)-pyridin-2-ylanim 
10 8H-pyrido[2,3-d]pyrimidm-7-one, 

8-Cyclopentyl-2-[5-(3,3-dimethyl-pipera2in-l-yl)-pyri 

8H-pyrido[2,3-d]pyrimidin-7-one» 
8-Cyclopentyl-6-ethyl-2-[5-(4-methyl-piperazin-l-yl)-py^ 

pyrido[2,3-d]pyrimidin-7-one, 
15 2-[5-(3-Aiiiino-pyrrolidin- 1 -yl)-pyridin-2-ylamino]-8-cyclopentyl-6-ethyl-8H- 

pyrido[2,3-d]pyrimidin-7-one, 
8-Cyclopen1yl-6-ethyl-2-[5-(3-ethylamino-pyrrolidin-l-yl)-pyridin-2- 

ylammo]-8H-pyrido[2,3-d]pyrimidin-7-one, 
8-Cyclopentyl-6-ethyl-2-(5-pyn:oHdin-l-yl-pyridm-2-ylamino)-8 
20 d]pyriinidin-7-one, 

2- { 5-[3-( 1 - Amino- 1 -methyl-ethyl)-pyiTolidin- 1 -yl] -pyridin-2-ylamino } -8- 

cyclopentyl-6-ethyl-8H-pyrido[23Hi]pyrimidin-7-one, 
l-[6-(8-Cyclopentyl-6-ethyl-7-oxo-7,8-dihydro-pyrido[23-d]pyrimidm-2- 

ylainino)-pyridin-3-yl]-pyrrolidine-2-carboxylic acid, 
25 8-Cyclopentyl-2-[5-(4-diethylamino-butylamino)-pyridin-2-ylamino]-6-ethyl^ 

8H-pyrido[2,3-d]pyriinidin-7-one, 
6-Benzyl-8-cyclopentyl-2-[5-(3,5-dimethyl-piperazin-l-yl)-pyridin-2- 

ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Benzyl-8-cyclopentyl-2-[5-(33-dimethyl-piperazin-l-yl)-pyridin-2- . 
30 ylamino]-8H-pyrido[2,3-d]pyriinidin-7-one. 

6-Benzyl-8-cyclopentyl.2-[5-(4-methyl-piperazin-l-yl)-pyridin-2-yla^ 

8H-pyrido[2,3d]pyriinidin-7-one, 
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2-[5"(3-Amino-pyrrolidin-l-yl)-pyridm-2-ylaimno]-6-benzyl-8-^^ 

8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Benzyl-8-cyclopentyl-2~[5-(3-ethylamino-pyrrolidm-l-yl)-pyridm^ 

ylainino]-8H-pyrido[2,3-d]pyrimidin-7-one. 
6-Benzyl-8-cyclopentyl-2-(5-pyrrolidin-l-yl-pyridin-2-ylamino)-8H- 

pyrido[2,3-d]pyrimidin-7-one, 
2-{5-[3-(l-Amino-l-methyl-ethyl)-pyrroUdin-l-yl]-pyridin-2-yla^ 

benzyl-8-cyclopentyl-8H-pyrido[2,3-d]pyriiiiidin-7-one, 

1- [6-(6-Beii2yl-8-cyclopentyl-7-oxo-7.8-dihydK)-pyrido[2,3-d]^ 

ylaniino)-pyridin-3-yl]-pyiTolidine-2-carboxylic acid, 
6-Benzyl-8-cyclopentyl-2-[5-(4-diethylainino-butylainino)-pyri^ 

ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 
8-Cyclopentyl-2-[5-(3,5-dimethyl-piperazin-l-yl)-pyridm-2-ylanimo]-^^ 

hydroxyrnethyl-8H-pyrido[2,3-d]pyriinidin-7-one, 
8-Cyclopentyl-2-[5-(33-dimethyl-piperazin-l-yl)-pyridin-2-ylaniino]-6- 

hydroxymethyl-8H-pyrido[2,3-d]pyriniidin-7-one, 
8-Cyclopentyl-6-hydroxymethyl-2-[5-(4-methyl-piperazin-l-yl)-pyridin-2- 

ylamino]-8H-pyrido[2,3-d]pyriimdin-7-one, 

2- [5-(3-Amino-pyrrolidin-l-yl)-pyridin-2-ylamino]-8-cyclopentyl-'6- 

hydroxymethyl-8H-pyrido[2,3-d]pyriinidin-7-ODe, 
8-Cyclopentyl-2-[5-(3-ethylamino-pyrrolidin-l-yl)-pyridin-2-ylamino]- 

hydroxymethyl-8H-pyrido[2,3-d]pyriinidin-7-one, 
8-Cyclopentyl-6-hydroxymethyl-2-(5-pyrrolidin-l-yl-pyridin-2-ylammo)-^^^ 

pyrido[2,3-d]pyrimidin-7-one, 
2- { 5-[3-( 1 - Amino- 1 -methyl-ethyl)-pyrrolidin- 1 -yl] -pyridin-2-ylamino } -8- 

cyclopentyl-6-hydroxymethyl-8H-pyrido[23-d]pyrimidin-7-one, 
l-[6.(8-Cyclopentyl-6-hydroxymethyl-7-oxo-7,8-dihydro-pyrido[2,3- 

d]pyrimidin-2-ylainino)-pyridin-3-yl]-pyn-oUdine-2-<:arto^ 
8-Cyclopentyl-2-[5-(4-diethylamino-butylaimno)-pyri 

hydroxymethyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Airiino-8-cyclopentyl-2-t5-(3,5-dimethyl-piperazin-l-yl)-pyrid^ 

ylamino]-8H-pyrido[2.3-d]pyriimdin-7-one, 



-130- 



6-Aniino-8-cyclopentyl-2-[5-(33-dimethyI-piperazin-l-yl)-pyridin^ 

ylamino]-8H-pyrido[2,3-d]pyriiiudin-7-one, 
6-Amino-8-cyclopentyl-2-[5-(4-methyl-piperazin-l-yl)-pyri^^ 

8H-pyrido[2,3d]pyrimidin-7-one, 
6-Aiiuno-2-[5-(3-ammo-pyrroMn-l-yl)-pyridin-2-ylamino]-8^ 

8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Amino-8-cyclopentyl-2-[5K3-ethylammo-pyrrolidin4 

ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Amino-8-cyclopentyl-2-(5-pyrn)Udin-l-yl-pyridin-2-ylan^ 

pyrido[2,3-d]pyriniidin-7-one, 
6-Ainino-2-{5-[3-(l-ainino-l-methyl-ethyl)-pyiToUdm-l-y^^ 

ylaimno}-8-cyclopentyl-8H-pyrido[2,3-d]pyrimidin-7H)ne, 

1- [6-(6-Ainino-8-cyclopentyl-7-oxo-7,8-dihydro-pyrido[23-d]pyrim 

ylanuno)-pyridin-3-yl]--pyrrolidine-2-carboxylic acid, 
6-Amino-8-cyclopentyl-2-[5-(4Kiiethylainino-butylainino)-pyridm^^ 

ylamino]-8H-pyrido[2,3-d]pyriniidin-7-one, 
6-BromcH8K:yclopentyl-2<3,4,5,6-tetrahydro-2H-[131bipyridinyl-6^^ 
ylamino)-8H-pyrido[23-d]pyrimidin-7-one, 
6-Bromo-8-cyclopentyl«2-(5-morpholm-4-yl-pyridin-2-ylammo)-8 
pyrido[2,3-d]pyrimidin-7-one, 

6-Bromo-8-cyclopentyl-2-(5Kiiethylainino-pyridin-2-ylamino)-8H-p^^ 
d]pyrimidin-7-one, 

2- { 5-p3is-(2-hydroxy-ethy l)-amino]-pyridin-2-ylainino } -6-bromo-8- 

cyclopentyl-8H-pyrido[2,3-d]pyriniidin-7-one, 
2-{5-[BisK2-methoxy-ethyl)-aniino]-pyridin-2-ylamino}-6-broino-8- 

cyclopentyl-8H-pyrido[2,3-d]pyriinidin-7-one, 
2-[5-(2-Aimno-ethylainino)-pyridin-2-ylaimno]-6-bromo-8K;yd 

pyrido[2,3-d]pyriinidin-7-one, 
6-Bn)mo-8-<:yclopentyl-2-(5-dimethylamino-pyridin-2-ylaiiuno)-8 

pyrido[2,3-dlpyrimidin-7-one, 
N-[6-(6-Bromo-8-cyclopentyl-7-oxo-7,8-^hydro-pyrido[23Hi]pyrim 

ylamino)-pyridin-3-yl]-N-methyl-acetamide, 
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6-Bromo-8-cyclopentyl-2-[5-(2-methoxy-ethoxy)-pyridin-2-ylamino]-8H^ 

pyrido[2,3-d]pyriinidin-7-one, 
6-Bn)mo-8-cyclopentyl-2-[5-(2-methoxy-ethoxymethyl)-pyridin-^^ 
8H-pyrido[2,3-d]pyrimidin-7-one, 
5 6-Bromo-8-cyclopentyl-2-[5-(2-diethylamino-ethoxy)-pyrid^ 
pyrido[2,3-d]pyrimidin-7-one, 
6-Bromo-8-cyclopentyl-2-(5-pyrroUdin-l-yl-pyridin-2-ylaimno)-8^^ 

pyrido[2,3"d]pyrimidin-7-one, 
6-Bromo-8-<:yclopentyl-2-(6-methyl-5-piperazm-l-yl-pyridm^ 
10 pyrido[2,3-d]pyriniidin-7-one, 

6-Bromo-8K;yclopentyl-5-methyl-2-(3,4,5,6-tetrahydK>-2H-[131bi^ 
6-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, 
' 6-Bromo-8-cyclopentyl-2-(5-diethylainino-pyridin-2-ylaiim 
pyrido[2,3-d]pyrimidin-7-one, 
15 2-{5-|Bis-(2-hydroxy-ethyl)-ammo]-pyridin-2-ylamino}-6-bK)mo-8- 
cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyriinidin-7-one, 
2-[5-(2-Amino-ethylamino)-pyridin-2-yIamino]-6-bromo-8K:yclopentyl-5- 

methyl-8H-pyrido[2,3-d]pyriinidm-7-one, 
6-Bromc)-8K;yclopentyl-2-(5-dimethyIaniino-pyridin-2-ylamino)-5-me^^^ 
20 8H-pyrido[2,3-d]pyriinidin-7-one, 

N-[6-(6-Bromo-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyridoi2,3- 

d]pyriiiudin-2-ylamino)-pyridin-3-yl]-N-methyl-acetaim 
6-Bromo-8K:yclopentyI-2-[5-(2-methoxy-ethoxy)-pyridin-2-ylaimno]-5- 
methyl-8H-pyrido [2,3-d]pyriinidin-7-one, 
25 6-Bromo-8-cyclopentyI-2-[5-(2-methoxy-ethoxymethyl)-pyridin-2-ylaimno]- 
5-methyl-8H-pyrido[23-d]pyriinidin-7-one, 
6-Bromo-8-cyclopentyl-2-[5-(2-diethylaimno-ethoxy)-pyridm-2-ylan^ 

methyl-8H-pyrido[2,3-d]pyriiiiidin-7-one, 
6-Bromc>-8-cyclopentyl-5-methyl-2-(5-pynolidin-l-yl-pyridin-2-yl^ 
30 pyrido[2,3-d]pyrimidin-7-one, 

6-Bix)mo-8-cyclopentyl-5-methyl-2-(6-methyl-5-piperazin-l-yl^ 
ylamino)-8H-pyrido[23-d]pyiiinidm-7-ODe, 
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6-Acetyl-8-cyclopentyl-5-methyl-2K3,4,5,6-tetrahydro-2^^ 

6-ylamino)-8H-pyrido[23-d]pyriinidin-7-one, 
6-Acetyl-8-cyclopentyl-2-(5Kiiethylaimno-pyridm-2-ylamin^ 
pyrido[2,3-d]pyrimidm-7-one, 
5 6-Acetyl-2-{5-[bis<2-hydroxy-e%l)-aimno]-pyridin-2-ylam 
cyclopentyl-5-methyl-8H-pyrido[23-d]pyrimidin-7-one, 
6-Acetyl-2-[5-(2-amino-ethylamino)-pyridin-2-ylamino]-8-^^ 

methyl-8H-pyrido[23-d]pyriinidin-7-one, 
6-A(»tyl-8Kjyclopentyl-2<5-dimethylamino-pyiidin-2-ylam^ 
10 pyrido[2,3-d]pyriinidin-7-one, 

N-[6-(6-Acetyl-8-cyclopentyI-5-methyl-7-oxo-7,8-dihydro-pyrido[2,3- 

d]pyrimidm-2-ylamino)-pyridin-3-yl]-N-methyI-acetamide, 
6-Acetyl-8-cyclopentyl-2-[5-(2-methoxy-ethoxy)-pyridin-2-ylamino]-5- 
methyl-8H-pyrido[23-d]pyriimdin-7-one, 
15 6-Acetyl-8-cyclopentyl-245K2-methoxy-ethoxymethyl)-pyridin-2-ylam 
5-methyl-8H-pyrido[23"d]pyriinidin-7-one, 
6-Acetyl-8K:yclopentyl-2-[5-(2-diethylamino-ethoxy)-pyridin-2-ylaim 

methyl-8H-pyrido[23-d]pyriinidin-7-one, 
6-Acetyl-8-cyclopentyl-5-methyl-2-(5-pyrrolidin- 1 -yl-pyridin-2-ylaiiu 
20 pyrido[2,3-d]pyrimidin-7-one, 

6-Acetyl-8-cyclopentyl-5-methyl-2K6-methyl-5-piperazin-l-yl-pyri^^ 

ylainino)-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-8-cyclopentyl-2-(3A5,6-tetrahydro-2H-[131bipyridinyl-6'- 
ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, 
25 6-Acetyl-8K:yclopentyl-2-(5-morphoUn-4-yl-pyridin-2-ylaiiuno)-8H- 
pyrido[2,3-d]pyriiiiidin-7-one, 
6-Acetyl"8-cyclopentyl-2-(5-Kiiethylamino-pyridin-2-ylammo)- 

d]pyrimidin-7-one, 
6-Acetyl-2-{5-[bisK2-hydroxy-^thyl)-ainino]-pyridin-2-ylamm 
30 cyclopentyl-8H-pyrido[2,3-d]pyriinidin-7-one, 

6-Acetyl-2-{5-|>is-(2-methoxy-ethyl)-aniino]-pyridin-2-ylanu 
cyclopentyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
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6-Acetyl-2-[5-(2-aiiiino-ethylamino)-pyridin-2-ylamino]-8^^^ 

pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-8-cyclopentyl-2-(5-dimethylaimno-pyridm^^ 

pyrido[2,3-d]pyrimidin-7-one, 
N-[6-(6-Acetyl-8-cyclopentyl-7-oxo-7,8Klihydro-pyrido[23-d]pyiim 

ylainino)-pyridin--3-yl]-N-methyl-acetainide, 
6-Acetyl-8-^yclopentyl-2-[5-(2-methoxy-ethoxy)-pyridm-2-ylaii^ 

pyrido[2,3-d]pyriinidin-7-one, 
6-Acetyl-8-cyclopentyl-2-[5-(2-methoxy-ethoxymethyl)-pyridin-2ryla 

8H-pyrido[2,3-d]pyrimidiii-7-one, 
6-Acetyl-8K:yclopentyl-2-[5-(2Kiiethylainino-ethoxy)-pyridin-2-ylan^ 

pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-8-cyclopentyl-2-(5-pyrrolidin-l-yl-pyridin-2-ylamino)-8H- 

pyrido[2,3-d]pyriinidm-7-one, 
6-Acetyl-8-cyclopentyl-2-(6-methyl-5-piperazin-l-yl-pyridin-2-ylanu 

pyrido[2,3-^]pyriniidin-7-one, 
6-Bromo-8-cyclopentyl-2-[5-(2-methoxy-^thoxy)-pyridin-2-ylainino]-8H- 
pyrido[2,3d]pyriiTiidin-7-one, 

6-Bromo-8-cyclopentyl-2-[5-(2-methoxy-^thylamino)-pyridin-2-ylaiim 

pyrido[2,3-d]pyrimidin-7-one, 
2-(5-A2etidin-l-yl-pyridin-2-ylamino)-6-brom€>-8-cyclopentyl-8H-pyri^ 

d]pyrimidin-7-one, 

2-(5-Azepan-l-yl-pyridin-2-ylammo)-6-bromo-8-cyclopentyl-8H-pyrido[23 

d]pyrimidin-7-one, 
N-[6-(6-BromcH8K:yclopentyl-7-oxo-7,8Hlihydro-pyrido[2,3-d]pyri 

ylamino):pyridin-3-yl]-acetamide, 
6-Bromo-8-<:yclopentyl-2-(5-phenylamino-pyridin-2-ylamin^^ 

d]pyrimidin-7-one, 
6-Bromo-8-cyclopentyl-2-[5-(4-fluoro-l^nzylanuno)-pyridin 

pyrido[2,3-d]pyriinidin-7-one, 
N-[6-(6-Bromo-8-cyclopentyl-7-oxo-73"dihydro-pyrido[23-d]py^ 

ylamino)-pyridm-3-yl]-inethanesulfonainide. 



wo 03/062236 



-134- 



PCT/IB03/00059 



6-Bromo-8-cyclopentyl-2-(5-methanesulfonyl-pyridin-2-ylamino)-^ 

pyrido[2,3-d]pyriimdin-7-one, 
6-Bromo-8-cyclopentyl-2-(5-phenyl-pyridin-2-ylainino)-8H-pyrido[^^ 

d]pyrimidin-7-one, 

5 6-Aimno-8-<:yclopentyl-2-[5-(2-methoxy-ethoxy)-pyridin-2-ylan^ 
pyrido[2,3-d]pyrimidin-7-one, 
6-Ainino-8-cyclopentyl-2-[5-(2-methoxy-ethylamino)-pyridin"2-yla^^ 

pyrido[2,3-d]pyriniidin-7-one, 
6-Ainin<>2-(5-azetidin-l-yl-pyridin-2-ylamino)-8K:yclopentyl^^ 
10 d]pyrimidm-7-one, 

6-Ainino-2K5-azepan-l-yl-pyridin-2-ylamino)-8K;yclopent^^^ 

d]pyiiimdin-7-one, 
N-[6-(6-Amino-8-cyclopentyl-7-oxo-7,8-dihydro-pyrido[23-d]pyriim 
ylamino)-pyridin-3-yl]-acetamide, 
15 6-Amino-8K:yclopentyl-2-(5-phenylammo-pyridin-2-ylainino)-8H-pyrido[^ 
d]pyrimidin-7-one, 

6-Ainino-8-cyclopentyl-2-[5-(4-fluoro-benzylamino)-pyridin-2-ylamino]-8H^ 

pyrido[2,3-d]pyriinidin-7-one, 
N-[6-(6-Amino-8-cyclopentyl-7-oxo-7,8Hlihydro-pyrido[2,3-d]pyiiim 
20 ylamino)-pyridin-3-yl]-methanesulfonamide, 

6-AinincH8-cyclopentyl-2-(5-methanesulfonyl-pyridin-2-ylamino)-8H- 

pyrido[2,3-d]pyriimdin-7-one, 
6-Amino-8K:yclopentyI-2-(5-phenyI-pyridin-2-ylamino)-8H-pyrido[2,3- 

d]pyrimidin-7-one, 

25 6-Acetyl-8-cyclopentyl-2-[5-(2-methoxy-ethoxy)-pyridin"2-ylainino]-5- 
inethyl-8H-pyrido[2,3-d]pyriinidin-7-one, 
6-Acetyl-8-cyclopentyl-2-[5-(2-methoxy-ethylamino)-pyridin-2-ylaniino]-5- 

methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-2-(5-azetidin-l-yl-pyridk-2-ylamino)-8-cyclopentyl-5-me 
30 pyrido[2,3-d]pyriinidin-7-one, 

6-Acetyl-2-(5-azepan-l.yl-pyridm-2-ylamino)-8-cyclopentyl-5-methyU^ 
pyrido[2,3-d]pyrimidin-7-one. 
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N-[6-(6-Acetyl-8K:yclopentyl-5-methyl-7-oxc)-7,8-dihydro-pyrido[2,3- 
d]pyriinidin-2-ylamino)-pyridin-3-yl]-acetamide, 

6-Acetyl-8-cyclopentyI-5-methyl-2-(5-phenylaminc>-pyridin-2-ylam 
pyrido[2,3-d]pyriniidin-7-one, 
5 6-Acetyl-8-cyclopentyl-2-[5-(4-fluoro-benzylamino)-pyridin-2-ylaim 
methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 

N-[6-(6-Acetyl-8-cyclopentyl-5-methyl-7-oxo-73-dihydK>-pyrido[23- 

d]pyrimidm-2-ylaimno)-pyridin-3-yl]-methanesulfonamide, 
6-Acetyl-8-cyclopentyl-2-(5-methanesulfonyl-pyridin-2-ylainino)-^ 
10 8H-pyrido[23-d]pyrimidin-7-one, 

\ 6-Ac«tyl-8-cyclopentyl-5-methyl-2-(5-phenyl-pyridin-2-ylammo)-8H- 
pyrido[23-d]pyiiimdin-7-one, 
6-Benzyl-8-cyclopentyl-2-[5-(2-niethoxy-ethoxy)-pyridin-2-ylamino]-8H-- 
pyrido[23-^]pyrimidin-7-one, 
15 6-Benzyl-8-cyclopentyl-2-[5-(2-methoxy-ethylaniino)-pyridin-2-ylaiim 
pyrido[2,3-d]pyriinidin-7-one, 

2-(5-Azetidin-l-yl-pyridin-2-ylamino)-6-benzyl-8-cyclopentyl-8H-pyrido[2,3- 
d]pyrimidin-7-one, 

2-(5-Azepan- 1 -yl-pyridin-2-ylamiao)-6-benzyl-8-cyclopentyl-8H-pyrido[2,3- 
20 d]pyriinidin-7-one, 

N-[6-(6-Benzyl-8-cyclopentyl-7-oxo-7,8-dihydro-pyrido[23-d]pyrimidin^ 

ylaraino)-pyridin-3-yl]-acetamide, 
6-Benzylr8-cyclopentyl-2-(5-phenylaimno-pyridin-2-ylairiino)-8H-pyrido[2,3^ 

d]pyriimdin-7-one, 

25 6-Benzyl-8-cyclopentyl-2-[5-(4-fluoro-ben2ylaniino)-pyridin-2-ylaimno]-8H- 
pyrido[2,3-d]pyrimidin-7-one, 
N-[6-(6-Benzyl-8-cyclopentyl-7-oxo-73-dihydro-pyrido[23-d]pyiimidin-2- 

ylamino)-pyridin-3-yl]-inethanesulfonamide, 
6-Benzyl-8-cyclopentyl-2-(5-methanesulfonyl-pyridin-2-ylainino)-8H- 
30 pyrido[2,3-d]pyrimidin-7-one, 

6-Benzyl-8<yclopentyl-2-(5-phenyl-pyridin-2-ylamino)-8H-pyrido[2,3- 
d]pyrimidin-7-one. 
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8-Cyclopentyl-6-hydroxymethyl-245-(2-methoxy-ethoxy)-pyridin-2- 

ylainino]-8H-pyrido[2,3-d]pyrimidin-7-one, 
8-Cyclopentyl-6-hydroxymethyl-2-[5-(2-methoxy-ethylainino)-pyridm 

ylamino]-8H-pyrido[2,3-d]pyriinidin-7-one, 
2-(5-Azetidin-l-yl-pyridin-2-ylamino)-8-K:yclopentyl-6-hydroxymethyl-8^^ 

pyrido[2,3-dlpyrimidin-7-one, 
2-(5-Azepan-l-yl-pyridin-2-ylanuno)-8-cyclopentyl-6-hydroxymethyl-8H- 

pyrido[2,3-d]pyrimidin-7-one, 
N-[6-(8-Cyclopentyl-6-hydroxymethyl-7-oxo-73-dihydix)-pyrido[^ 

d]pyriinidin-2-ylamino)-pyridin-3-yl]-acetainide, 
8-Cyclopentyl-6-hydroxymethyl-2-(5-phenylamino-pyridm-^^ 

pyrido[2,3-d]pyriniidm-7-one, 
8-C^clopentyl-2-[5-(4-fluoiD-benzylamino)-pyridin-2-ylammo]-6- 

hydroxymethyl-8H-pyrido[2,3-d]pyrimidm-7-one, 
N-[6-(8-C^clopentyl-6-hydroxymethyl-7-oxo-7,8-dihydro-pyrido[23^ 

d]pyriimdin-2-ylaniino)-pyridin-3-yl]-methanesulfonamide, 
8-Cyclopentyl-6-hydroxymethyl-2-(5-methanesulfonyl-pyridin-2-ylanuno 

8H-pyrido[2,3-d]pyriinidin-7-one, 
8-Cyclopentyl-6-hydroxymethyl-2-(5-phenyl-pyridin-2-ylamino)"8H- 

pyrido[2,3-d]pyriinidin-7-one, 
8-Cyclopentyl-6-ethyl-2-[5-(2-methoxy-ethoxy)-pyridin-2-ylaniino]-8H- 

pyridb[2,3-d]pyrimidin-7-one, 
. 8-Cyclopeiityl-6-ethyl-2- [5-(2-methoxy-ethylamino)-pyridin-2-ylainino]-8H- 

pyrido[2,3-d]pyriimdin-7-one, 
2-(5-Azetidin-l-yl-pyridin-2-ylammo)-8-cyclopentyl-6-ethyl-8H-pyrido[^^ 

d]pyriniidin-7-one, 
2-(5-Azepan- 1 -yl-pyridin-2-ylamino)-8-cyclopentyl-6-ethyl-8H-pyrido[2,3- 

d]pyrimidin-7-one, 
N-[6-(8-Cyclopentyl-6-ethyl-7-oxo-73-dihydro-pyrido[23-d]pyriim^^^ 

ylamino)-pyridin-3-yl]-acetamide, 
8-Cyclopentyl-6-ethyl-2-(5-phenylamino-pyiidin-2-ylamino)-8H^ 

d]pyriinidin-7-one, 
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8-Cyclopentyl-6-ethyl-2-[5-(4-fluoro-benzylamino)-pyridin-2-ylamino]-8H- 

pyrido[2,3-d]pyriimdin-7-one, 
N-[6-{8<;yclopentyl-6-ethyl-7-oxo-7,8-ciihydro-pyrido[23-<i]py^ 

ylainino)-pyridin-3-yl]-methanesulfonainide, 
8-Cyclopentyl-6-ethyl-2-(5-methanesulfonyl-pyridin-2-ylaniin^^ 

pyrido[2,3-d]pyrimidin-7-one, 
8-Cyclopentyl-6-ethyl-2-(5-phenyl-pyridin-2-ylainino)-8H-pyri^ 

d]pyrimidin-7-one, 
6-BjX)mo-8-cyclopentyl-2-[5-(piperazine-l-carbonyl)-pyridin-2-yla^ 

pyrido[2,3-d]pyriimdin-7-one, 
6-Biomo-8-cyclopentyl-2-[5-(3,5-dimethyl-piperazme-l-caAonyl)-p 

ylamino]-8H-pyrido[23-d]pyrimidin-7-one, 
2-[5-<3-Amino-pym)Udine-l-carix)nyl)"pyridin-2-ylamino]-6-^ 

cyclopentyl-8H-pyrido[2,3-d]pyriimdin-7-one, 
6-Bromo-8-cyclopentyl-2-[5-(morpholine-4-caibonyl)-pyridin-2-ylamino]-8H- 

pyrido[2,3-d]pyrimidin-7-one, 
6-Bromo-8-cyclopentyl-5-methyl-2-[5-(piperazine-l-caibonyI)-pyrid^ 

ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Bromc>-8-cyclopentyl-2-[5-(3,5-dimethyl-piperazine-l-carbonyl)-pyridin-2- 

ylamino]-5-methyl-8H-pyrido[23Hl]pyriinidin-7-one, 
2-[5-(3-Ainino-pyrrolidine- 1 -carbonyl)-pyridm-2-ylainino]-6-bromo-8- 

cyclopentyl-5-methyl-8H-pyrido[23-d]pyrimidin-7-one, 
6-Bromo-8-cyclopentyl-5-methyl-2-[5-(morphoIine-4-carbonyl)-pyridin-2- 

ylamino]-8H-pyrido[2,3-d]pyriinidin-7-one, 
6-Acetyl-8-cyclopentyl-5-methyl-2-[5-(piperazme-l-carbonyl)-pyridin-2- 

ylamino]-8H-pyrido[2,3-d]pyriniidm-7-one, 
6-Acetyl-8-cyclopentyl-2-[5-(3,5-dimethyl-piperazme-l-carbonyl)-pyridin-2- 

ylaniino]-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-2-I5-(3-ainino-pyrroUdme-l-carbonyl)-pyridin-2-ylamm 

cyclopentyl-5-methyl-8H-pyrido[23-d]pyrimidin-7-one. 
. 6-Acetyl-8-cyclopentyl-5-methyl-2-[5-(moipholine-4-carbon 

ylaniino]-8H-pyrido[2,3-d]pyrimidin-7-one, 
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8-Cyclopentyl-6-ethyl-2-[5-(piperazine-lK)aibonyl)-pyri^ 

pyrido[23-d]pyriimdin-7-one, 
8<:yclopentyl-2-[5-(3,5-dimethyl-pipera2ine-l-carbonyl)-py^ 

6-ethyl-8H-pyrido[2,3-d]pyriimdin-7-one, 
2-[5-(3-Aiiiino-pynoUdine-lK;arbonyl)-pyridin-2-ylamino]-8 

ethyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
8-Cyclopentyl-6-ethyl-2-[5Kmorpholine-4-caitonyl)-pyridin-^^ 

pyrido[2,3-d]pyriinidin-7-one, 
6-Bmmc>-8-cyclopentyl-2-[5-(piperazine-l-sulfonyl>pyridin-^^ 

pyrido[2,3-d]pyrimidin-7-one, 
6-Bromo-8-cyclopentyl-245Kmoipholine-4-sulfonyl)-pyridin-2-ylaii^ 

pyrido[2,3-d]pyrimidin-7-one, 
2-[5-(3-Amino-pyrroUdine-l-sulfonyl)-pyridin-2-ylainino]-6-bromo-8- 

cyclopentyl-8H-pyrido[2,3-d]pyriniidm"7-one, 
6-Bromo-8-cyclopentyl-2-[5-(3,5-dimethyl-piperazine-l-siilfonyl)-pyridin-2- 

ylamino]-8H-pyrido[2,3-d]pyriiiiidin-7-one, 
6-Bromo-8-cyclopentyl-5-methyl-2-[5-(piperazine- 1 -sulfonyl)-pyridin-2- 

ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Bromo-8-cyclopentyl-5-methyl-2-[5Kmorpholine-4-sulfonyl)-pyri 

ylamino]-8H-pyrido[23-d]pyrimidin-7-one, 
2-[5-(3-Amino-pyrrolidine-l-sulfonyl)-pyridin-2-ylamino]-6-brom^ 

cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Bronio-8-cyclopentyl-2- [5-(3 ,5-dimethyl-piperazme- 1 -sulfonyl)-pyridm-2- 

ylamino]-5-methyl-8H-pyrido[23-d]pyrimidin-7-one, 
8-Cyclopentyl-6-e%l-2-[5-(piperazine-l-sulfonyl)-py2idin-2-ylam 

pyrido[2,3-d]pyriimdin-7-one, 
8<;yclopentyl-6-ethyl-2-[5-(morphoUne-4-sulfonyl)-pyridin^^^ 

pyrido[2,3-d]pyrimidin-7-one, 
2-[5-(3-Ainino-pyrroUdine-l-sulfonyl)-pyridin-2-ylamino]-8-cycl^^ 

ethyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
8-C^clopentyl-2-[5-(3,5-dimethyl-piperazine-l-sulfonyl^ 

6-ethyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
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6-Acetyl-8-cyclopentyl-5-methyl-2-[5-(piperazine-l-sulfonyl)-py^ 

ylainino]-8H-pyrido[23-d]pyriinidin-7-one, 
6-Acetyl-8-cyclopentyl-5-methyl-2-[5-(morpholme-4-suIfonyl)-pyridm^^ 
ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one, 
5 6-Acetyl-2-[5-(3-aniino-pyrrolidine-l-sulfonyl)-pyridin-2-ylainiM 
cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyriniidin-7-one, 
6-Acetyl-8-cyclopentyl-2-[5-(3,5-dimethyl-piperazin©-l-sulfonyl)-^ 

ylamino]-5-methyl-8H-pyrido[23-d]pyriinidin-7-one, and 
6-Acetyl-8-cyclopentyl-5-methyl-2-([ 1 .6]naphthyridin-2-ylainmo)-8H- 
10 pyrido[2,3-d]pyriinidin-7-one, 

.1 6-Acetyl-8-cyclopentyl-2-[5-(14-dioxo-116-thiomorpholin-4-yl>pyri^^^ 

ylainlno]-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
. . 8-Cyclopentyl-6-hydroxymethyl-5-methyl-2-(5-piperazin- 1 -yl-pyridin-2- 
ylamino)-8H-pyrido[2,3-d]pyrimidm-7-one, 
1 5 6- Acetyl-2-(3-chIoro-5-piperazin- 1 -yl-pyridin-2-ylamino)-8-cyclopentyl-5- 

methyI-8H-pyrido[23-d]pyriniidin-7-one, 
4-[6-Acetyl-5-methyl-7-ox(>2-(pyridin-2-ylamino>7H-pyrido[2,3- 

d]pyrimidin-8-yl]-cycIohexanecarboxylic acid, 
4-[6-Acetyl-2-(5-dimethylamino-pyridin-2-ylaimno)-5-methyl-7-oxo-7H- 
20 pyrido[2,3-d]pyrimidin-8-yI]-cycIohexanecarboxylic acid, 

6-Bromo-8-cyclopentyl-5-rnethyl-2-[5-(pipera2ine-l-sulfonyl)-pyridin-2- 

ylainino]-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-(8-Cyclopentyl-6-ethyl-7-oxo-7,8KUhydro-pyrido[2,3-d]pyriniidin-2- 
yIamino)-3-piperazin-l-yl-pyridine-2-carboxylic acid, 
25 2-(6-Acetyl-5-piperazin-l-yl-pyridin-2-ylamino)-8-cyclopentyl-6-ethyl-8H- 
pyrido[2,3-d]pyrimidin-7-one, 
3-{2-[6-(8-Cyclopeiityl-6-e1hyl-7-oxo-7,8-dihydro-pyrido[23-d]pyrimidin-2- 

ylamino)-pyridin-3-yloxy]-ethoxy } -propionic acid, 
[6-(8-Cyclopentyl-6-ethyl-7-oxo-7,8-dihydro-pyrido[23-d]pyrimidi^^ 
30 ylamino)-pyridin-3-yloxy]-acetic acid, 

8-Cyclopentyl-2-(5-{2-[2-(5-methyl-pyridin-2-yl)-ethoxy]-ethoxy}-pyridin-2- 
ylaniino)-8H-pyrido[2,3-d]pyrimidin-7-one, 
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2-[5-(3-Benzenesulfonyl-propoxy)-pyridin-2-ylamino]-8-cyclopentyl-8H- 

pyrido[2,3-d]pyrimidin-7-one, 
8-Cyclopentyl-6-ethyl-2- { 5-[2-(2-methoxy-ethoxy)-ethoxy]-pyridin-2- 

ylamino}-8H-pyrido[2,3-d]pyrimidin-7-one, 
8-Cyclopentyl-2-(5-{[3-(3,5-dimethyl-piperazin4-yl)-propyl]-me%^ 

pyridm-2-ylaniino)-8H-pyrido[23-d]pyrimidin-7-one, 
8-Cyclopentyl-2-{5-[(3-iinidazol-l-yl-propyl)-methyl-ai^ 

ylamino}-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Acetyl-5-methyl-2-(5-methyl-pyridin-2-ylaimno)-8-piperi^ 

pyrido[2,3-d]pyriniidin-7-one, 
6-Acetyl-2-[5-(3,4-dihydroxy-pyiTOUdin-l-yl>pyridin-2-ylaii^ 

methoxymethyl-5-methyl-8H-pyrido[23-d]pyrimidin-7-one. 

8. A compound according to claim 10 selected from the group consisting 
of: 

8-Cyclopentyl-2-(pyridin-2-ylamino)-8H-pyrido[23-d]pyrimidin-7^^ 
6-Bromo-8-cyclopentyl-2K5-piperazin-l-yl-pyridin-2-ylaniino)-8H-pyrido 
[2,3-d]pyrimidin-7-one hydrochloride, 

8-Cyclopentyl-6-ethyl-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H-pyr^^ 

d]pyrimidin-7-one hydrochloride, 
8-Cyclopentyl-7-oxo-2-(5-piperazin-l-yl-pyridin-2-ylamino)-7,8-dihydro- 

pyrido[2,3-d]pyrimidine-6-carboxylic acid ethyl ester hydrochloride, 
6-Amino-8-cyclopentyl-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H- 

pyrido[2,3-d]pyrimidin-7-one hydrochloride, 
6-Bromo-8-cyclopentyl-2-[5-((R)- 1 -methy-l-pyrrolidin-2-yl)-pyridm-2- 

ylamino]-8H-pyrido[2,3-d]pyrimidin-7-one hydrochloride, 
6-Bromo-8-cyclohexyl-2-(pyridin-2-yl-aniino)-8H-pyrido[2,3Ki]pyrimidin-7- 

one, 

6-Bromo-'8-cyclopentyl-2-methyl-8H-pyrido[2,3-d]pyrimidin-7-one, 
6-Bromo-8-cyclopentyl-5-methyl-2-(5-piperi2in-l-yl-pyridin-2-ylamino)-8ff- 

pyrido[2,3-d]pyrimidin-7-one, 
8-Cyclopentyl-6-fluoro-2-(5-piperazin- 1 -yl-pyridin-2-ylaniino)-8H- 

pyrido[2,3-d]pyrimidin-7-one hydrochloride. 
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8-Cyclopentyl-6-methyl-2-(5~piperazin-l-yl-pyridin-2-ylainino)-8H-- 

pyrido[2,3-d]pyrimidin-7-one hydrochloride, 
8-Cyclopentyl-6-isobutoxy-2-(5-piperazm-l-yl-pyridin-2-ylamino)-8H^ 

pyrido[2,3-d]pyriniidin-7-one hydrochloride, 
6-Benzyl-8-cyclopentyl-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8H- 

pyrido[2,3-d]pyriinidin-7-one hydrochloride, 
8-Cyclopentyl-6-hydroxymethyl-2-(5-piperazin-l-yl-pyridin-2-^^ 

pyrido[2,3-d]pyriinidin-7-one hydrochloride, 
2-[5-(4-tert-Butoxycarbonyl-piperazin-l-yl)-pyridin-2-ylanimo]-8- 

cyclopentyl-5-methyl-7<>xo-7,8-dihydro-pyrido[2,3-d]pyriimdme-6- 

carboxylic acid ethyl ester, 
6-Acetyl-8-cyclopentyl-2-(5-piperazin-l-yl-pyridin-2-ylaimno)-8H- 

pyrido[2,3-d]pyriimdin-7-one, 
6-Acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-l-yl-pyridin-2-ylamino)-8/^^ 

pyrido[2,3-d]pyriimdin-7-oiie, 
6-Bromo-8-cyclopentyl-5-methyl-2-(pyridin-2-ylainino)-8H-pyrido[2,3- 

d]pyriinidin-7-one, and 
6-Bromo-8-cyclopentyl-2-(pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7- 

one. 

6-Acetyl-8-cyclopentyl-5-methyl-2-(5-piperazm- 1 -yl-pyridin-2-ylamino)-8£f- 
pyrido[2,3-tf|pyriniidin-7-one. 

A method of treating a disorder or condition caused by abnormal cell 
proliferation in a mammal, including a human, comprising administering to 
said manunal an amount of a compound according to claim 1 that is effective 
in treating such condition or disorder. 

The method of claim 14 wherein the disorder or condition being treated is 
selected from the group consisting of vascular smooth muscle proliferation 
associated with atherosclerosis, postsurgical vascular stenosis and restenosis, 
and endometriosis. 
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12. The method of treating a disorder or condition caused by infections selected 
from the group consisting of viral infections such as DNA viruses like herpes 
and RNA viruses like HIV, and fungal infections in a mammal, including a 
human, comprising administering to said manunal an amount of a compound 
according to claim 1 that is effective in treating such condition or disorder. 

13. The method of treating disorders selected from the group consisting of 
autoinounune diseases selected from the group consisting of psoriasis, 
inflammation like rheumatoid arthritis, lupus, type 1 diabetes, diabetic 
nephropathy, multiple sclerosis, glomerulonephritis, organ transplant rejection, 
including host versus graft disease in a manmial, including a human, 
comprising administering to said mammal an amount of a compound 
according to claim 1 that is effective in treating such condition or disorder. 



14. The method of treating neurodegenerative disorders such as Alzheimer's 
disease in a manmial, including a human, comprising administering to said 
mammal an amount of a compound according to claim 1 that is effective in 
treating such condition or disorder. 

15. Hie method of claiml4 wherein the abnormal cell proliferation is a cancer 
selected from the group consisting of cancers of the breast, ovary, cervix, 
prostate, testis, esophagus, stomach, skin, lung, bone, colon, pancreas, thyroid, 
biliary passages, buccal cavity and pharynx (oral), lip, tongue, mouth, 
pharynx, small intestine, colon-rectum, large intestine, rectum, brain and 
central nervous system, glioblastoma, neuroblastoma, keratoacanthoma, 
epidermoid carcinoma, large cell carcinoma, adenocarcinoma, 
adenocarcinoma, adenoma, adenocarcinoma, follicular carcinoma, 
undifferentiated carcinoma, papillary carcinoma, seminoma, melanoma, 
sarcoma, bladder carcinoma, liver carcinoma , kidney carcinoma, myeloid 
disorders, lymphoid disqrders, Hodgkin's, hairy cells, and leukemia. 
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